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(H201+)»/CN OR "WATFR mniari^J, I 0) /CN 0R WATER 

"WATER' (£Ei??"/S S -SiS^HTO)-^^ (hdo > m/cn OR 

STARCH OR ALf«S E S R lL 0 ?»ir 0 ™ V ^ YLPY ™ OLIK,NE 0R 
'h^R^^^?^, ™-°» L20 AND (GUM (W) (TRAGACANT 

174) SEA FILE=CAPLUS ARR-om £ ° R PR0PYL > ) W CELLULOSE) 

ROlidS S^?nt^So L ?SS? oJ 2 S. AND (P0LY(W) (vinylpyr 

390) SEA FILE=CAPl5s ABB^N plS OR^ 

C OR ALCOHOL) OR ACETONE) * BUTYL) ) (W) (AL 

179JSEA FILE=CAPLUS ABB=ON PLU=ON L25 AND (L19 OR WATER OR 

SEA SSSS S3 SS S? X ^ 
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FAMILY ACC. NUM. COUNT 
PATENT INFORMATION: 



CAPLUS COPYRIGHT 2002 ACS 
2002:142490 CAPLUS 
136:189364 

Oral pharmaceutical dosage forms for pulsatile 
sota"f y ° f ^ antiarr hythmic sS as 

PeS^ M amal K ' ; HirSh ' Mark '* Lo ' Whe-Yong 
Peirce Management, LLC, USA g 

PCT Int. Appl., 54 pp. 

CODEN: PIXXD2 
Patent 
English 
1 
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09/708581 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



Al 20020221 



WO 2001-US41712 20010814 



DE, DK, ES, FI, FR, GB, GR, IE, IT, LU, 



MC, 



For 



. WO 2002013794 
W: AU 

RW: AT, BE, CH, CY, 
NL, PT, SE, TR 

PRIORITY APPLN. INFO. : „o o n nn cqqco, * 

AB a nnl«Hi a v-Jl S 200 °-639584 A 20000814 

LpS S lle " rele "e dosage forms for delivery of an antiarrhythmic 

It ? °?h? * d °H e c f mpriseS (a) an i™ediate-release 
aosage unit, (b) a delayed-release dosage unit, and (c) a sec 

delayed-releaae dosage unit. The dosage forms may comprLfcapsules 
housing compressed tablets or drug-contg. beads, capsules 
granules, or particles or may comprise a single 
tablet wrth the first, second and optional third dosage 
units incorporated therein, or a coated core dosage form 
example, an immediate release granulation was prepd. by ' 
mixing 5 kg sotalol hydrochloride powder, 1 kg microcryst. 
cellulose or lactose or their combination and 800 g 
starch and granulation wit water to form 
a wet mass. The wet granules were dried until the 

was S min P d°^ ent l6SS than 5% - The dried g^nulation 

™«h it ? 3 conventl °nal mill or screened through a 16-20 

Ton n resultin 9 screened granulation was blended with 

300 g sodium starch glycolate, 40 g magnesium and 40 g 
silicone dioxide. y 
IT 64-17-5, Ethanol, biological studies 

67-63-0, Isopropanol, biological studies 
67-64-1, Acetone, biological studies 

9003- 39-8, Polyvinyl pyrrolidone 

9004- 32-4, Sodium carboxymethyl 
cellulose 9004-64-2, Hydroxypropyl 
cellulose 9004-65-3, Hydroxypropyl 
methylcellulose 9004-67-5, Methyl 
cellulose 9005-25-8, Starch, biological 
studies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

in??r'.°^° ral , dOSage f ° rmS for Pulsatile del^ery of 
antiarrhythmics) y 

REFERENCE COUNT ; 2 THERE ARE 2 CITED REFERENCES AVAILABLE FOR 

THIS RECORD. ALL CITATIONS AVAILABLE IN 
THE RE FORMAT 
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Patent 
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A2 20020214 



APPLICATION NO. DATE 
WO 2001-IB1390 20010803 
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CN, CO, CR, 
GE, GH, GM, 
LK, 



RW: 



LC, 

NO, NZ, 
TT, TZ, 
MD, 
GH, 



LR, 
PL, 
UA, 
RU, TJ, 
GM, KE, 



CU, CZ, 
HR, HU, 



LS, 
PT, 
UG, 
TM 
LS, 



LT, 
RO, 
US, 



DE, DK, 

LU, LV, MA, MD, MG^ MK, 
RU, SD, SE, SG, SI, SK, 



DM, DZ, EC, EE, ES, FI, GB, GD, 
IN, IS, JP, KE, KG, KP, KR, KZ, 



MN, MW, 
SL, TJ, 



MX, MZ, 
TM, TR, 



TR, BF, BJ, 
TD, TG 

PRIORITY APPLN. INFO.: 

AB 



UZ, VN, YU, ZA, ZW, AM, AZ, BY, KG,' KZ,' 

. MW, MZ, SD, SL, SZ, TZ, UG, ZW AT RF PH 

»: £ K- g- 5* 5' S' S' S : E : L ° : ™ : E ° T ^ 

Ct, CG, CI, CM, GA, GN, GQ, GW, ML, MR, NE, SN, 



IT 



IT 



A cont - rnl i 0 h r-oi ^ "S 2000-224199P P 20000809 

A controlled release dosage form has a coated core with the core 
comprising a drug-contg. compn. and a water- s we liable 
^ P y.t occupying sep. regions within the core. The coatina 
around the core is water-permeable, water-insol. coating 
and has at least one delivery port. A drug-contg. compn. comprises 
a low-soly drug and a a drug-entraining agent, such as polyols 
polyether oligomers, mixts . of polyfunctions! org. acids? colonic 
matenals, polyethylene oxide, cellulose ethers, gelatin Catl ° niC 

?o forf tTe Iruo A ° f ^metric arrangements are disclosed, 

lo form the drug-contg. compn., 35% sildenafil citrate havina a 

iSV ab ° Ut 20 Eg/mL 3t PH 6 ' 30% ^ lito1 ' 29% PEO? 5% ExpVotab 
and 1% magnesium stearate were wet granulated. To form ^ Pl ° tab ' 
to w ^r-swellable compn., 74.5% Explotab, 24.5% Prosolv 
30, and 1% magnesium stearate were blended. Three-layer 
tablet cores were formed by compression of 200 mq of 
ilTilT^nf^y 100 m ? water -swellable compn., and the 
about 11 Ko Jh/r^T tg - C ° mpn - (2 °° mg) to the hardness of 
confi tablSt COr6S Were then coated wit h soln. 

contg. cellulose acetate, polyethylene glycol, 

water and acetone ( 7 : 3 : 5 : 85 by wt . ) . The drug 

fi^ S °^- St a d ? ShOWSd that 19% ° f the dru 9 was released within 2 h 
SoL S I ' 10 ° % ° f thS drUg Was "leased within 24 h ' 

B fMr,1;u AviCel PH 102 ' biological studies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(microcryst.; polymeric hydrogel-driven controlled 
release dosage forms of low-soly. druqs) 

9004-64-2, Hydroxypropyl cellulose 

9004-65-3, Hydroxypropyl methyl cellulose 

9004-67-5, Methyl cellulose 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

i?w-s:i e y? c dJu y g:r el " driven controlied reiease dosage °* 
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R: 



Al 20020102 
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PT, IE, SI, LT, LV, FI, RO ' ' 



US 2002031552 
JP 2002087952 

PRIORITY APPLN. INFO 

AB 



20010629 
NL, SE, MC, 



Al 
A2 



20020314 
20020327 



US 2001-878034 20010608 
JP 2001-201173 20010702 

?uu, h^MCP 353.34, cellulose acetate 286 67 pnH 

Of Hl'tll 80 26 '" at » ° f 8 » « degree After all 

9004-64-2, Hydroxypropyl cellulose 

RL: THU (Therapeutic use); BIOL (Biological studv) • nqp<? m. » 
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Pandalis, Georgios; Daniels, Rolf 
Germany 

Ger. Of fen., 12 pp. 
CODEN: GWXXBX 
Patent 
German 
1 
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PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



AB 



IT 



IT 



DE 10028621 Al 20011213 DE 2000-10028 621 20000609 

The invention concerns a pharmaceutical comprising a core and an 

envelope based on gum arabic, e.g., a 

film-coated tablet, or a filled soft capsule. Thus, 

gum arabic-contg. soln. was obtained by the 

soaking of 400 g powd. gum in a 600-g mixt . consisting of 75 parts 

water and 25 parts glycerin. A filler prepn. (370.0 mg) was 

obtained by mixing 200.0 mg granulated Allium powder and 

105.0 mg microcryst. cellulose and 65.0 mg rose 

of Sharon flour. This was mixed with the gum 

arabic soln. to give hard gelatin capsules. 

64-17-5, Ethanol, uses 

RL: NUU (Other use, unclassified); USES (Uses) 

(pharmaceuticals comprising core and envelope based on 
gum arabic) 

9000-01-5, Gum arabic 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(pharmaceuticals comprising core and envelope based on 
gum arabic) 
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CAPLUS COPYRIGHT 2002 ACS 
2001:772079 CAPLUS 
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Preparation of an oral pharmaceutical 
formulation containing an antimicrobial agent 
and a microorganism 

Modi, Rajiv Indravadan; Bansal, Yatish Kumar; 
Khamar, Bakulesh Mafatlal 
Cadila Pharmaceuticals, Ltd., India 
U.S., 7 pp. 
CODEN: USXXAM 
Patent 



English 
1 



PATENT NO. 



KIND DATE 



US 6306391 Bl 20011023 

US 2002025309 Al 20020228 

PRIORITY APPLN. INFO.: 



APPLICATION NO. DATE 

US 1998-45890 19980323 
US 2001-935099 20010823 
IN 1997-B0174 A 19970327 
US 1998-45890 A3 19980323 



AB A process of making a stable fixed dose oral pharmaceutical 

formulation is provided. The formulation contains at least 1 
anti-infective agent and at least one microorganism. The process 
involves a step of first coating the agent and/or the microorganism 
to provide a protective barrier around it. Next, the process 
involves a step of combining the agent and the microorganism into a 
single pharmaceutical formulation in the form of a capsule or a 
tablet. The barrier protects the microorganism from the 
effect of the anti-infective agent to maintain the microorganism in 
a viable form for a period of at least 3 mo. The agent can be an 
antibiotic such as amoxycillin and the microorganism can be 
Lactobacillus acidophilus. Thus, double-layered tablets 
were prepd. as follows: the relative proportion of antimicrobial 



Searcher : Shears 308-4994 



09/708581 

agents and excipients to prep, coating suspensions and coating the 
agents before granulation were; antimicrobial agent 77.54, 
Et cellulose 2.70, iso-Pr ale. 7.42, 

and dichloromethane 12.34%; the relative proportion of antimicrobial 

agents and excipients to prep, granules were; 

antimicrobial agent 64.08, microcryst. cellulose 

26.45, starch 9.00, Color Sunset Yellow Lake 0.45, and 

water 0.02%; the relative proportion of excipients to be 

added to granules contg. the agents as lubricants were; 

NaCl 31.91, Polvplasdone-XL 14.89, microcryst. 

cellulose 21.28, 12. saccharin sodium 10.64, flavor orange 

10.64, Mg stearate 5.32, and talc 5.32%; the relative proportion of 

microorganisms 18.18, starch 18.18, microcryst. 

cellulose 56.67, Mg stearate 0.91, Polyplasdone-XL 3.03, and 

NaCl 3.03%. The fixed dose-layered tablet compns. which 

were prepd. through the above described process contained the above 

active ingredients and viable organisms in their resp. conens . 

IT 9004-34-6, Cellulose, biological studies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(microcryst.; prepn. of oral pharmaceutical formulation 
contg. antimicrobial agent and microorganism) 

IT 67-63-0, Isopropyl alcohol, uses 

RL: NUU (Other use, unclassified); PEP (Physical, engineering or 
chemical process); PROC (Process); USES (Uses) 

(prepn. of oral pharmaceutical formulation contg. antimicrobial 
agent and microorganism) 

IT 9003-39-8, Polyplasdone XL 9004-64-2, 
Hydroxypropyl cellulose 9004-65-3, 
Hydroxypropyl methyl cellulose 9005-25-8 
, Starch, biological studies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(prepn. of oral pharmaceutical formulation contg. antimicrobial 
agent and microorganism) 
REFERENCE COUNT: 8 THERE ARE 8 CITED REFERENCES AVAILABLE FOR 

THIS RECORD. ALL CITATIONS AVAILABLE IN 
THE RE FORMAT 
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PATENT ASSIGNEE(S): Sumitomo Pharmaceuticals Co., Ltd., Japan 

SOURCE: PCT Int. Appl . , 20 pp. 

CODEN: PIXXD2 
DOCUMENT TYPE: Patent 
LANGUAGE: Japanese 
FAMILY ACC. NUM. COUNT: 1 
PATENT INFORMATION: 

PATENT NO. KIND DATE APPLICATION NO. DATE 



WO 2001076557 Al 20011018 WO 2001-JP3024 20010409 

W: AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BY, BZ, CA, CH, 

CN, CR, CU, CZ, DE, DK, DM, DZ, EE, ES, FI, GB, GD, GE, GH, 

GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, KR, KZ, LC, LK, LR, 
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an n- i - JP 20 00"107671 A 20000410 

AB Disclosed are pH-independent sustained release prepns. capable of 
releasing a drug independently from the pH value in the gastric 
tract. These sustained release prepns. are characterized in that a 
drug-contg. core is coated with (1) a first layer made of a 
water-insol. polymer, and (2) a second layer made of an 
enteric polymer and a water-sol. polymer. Core 
granules were prepd. contg. perospirone . cntdot . HC1, 
cryst. cellulose, FVP, starch 

and silica. The granules were coated with a first compn 
contg. Et cellulose, talc, tri-Et citrate, ethanol, and 
water, and then a second compn. contg. methacrylate 
copolymer, PVP, sucrose ester, Macrogol 6000, and 
water . 

IT 9003-39-8, Polyvinylpyrrolidone 9004-64-2 
, Hydroxypropyl cellulose 9004-65-3, 
Hydroxypropyl methyl cellulose 9004-67-5 
, Methyl cellulose 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(polymeric coating agents for sustained-release oral prepns 
contg. basic drugs) 
REFERENCE COUNT : 3 THERE ARE 3 CITED REFERENCES AVAILABLE FOR 

THIS RECORD. ALL CITATIONS AVAILABLE IN 
THE RE FORMAT 
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PATENT ASSIGNEE (S): FMC Corporation, USA 

S0URCE: PCT Int. Appl., 26 pp. 
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LANGUAGE: English 
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PATENT NO. KIND DATE APPLICATION NO. DATE 



WO 2001034684 Al 20010517 WO 2000-US31015 20001109 
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™' rv' rn' ™' M/ A °' A *' BA ' BB ' BG ' BR ' BY ' BZ ' CH, 

™' CU ' CZ ' ° E ' DK ' DM ' DZ ' EE ' ES ' FI ' GB, GD, GE, GH, 

GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, KP, Kr! KZ, LC, LK 

' LS ' LT ' LU ' LV ' MD, MG, MK, MN, MW, MX, MZ, NO, NZ 
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ZA, ZW, AM, AZ, BY, KG, KZ, MD, RU, TJ, 

MZ, SD, SL, SZ, TZ, UG, ZW, AT, BE, CH, 
FR, GB, GR, IE, IT, LU, MC, NL, PT, SE, 
CI, CM, GA, GN, GW, ML, MR, NE, SN, TD, 

US 1999-165121P P 19991112 
Granulation of microcryst. cellulose 
with a granulating fluid consists of water and a 
water-miscible, volatile, polar org. solvent yields porous 
granules which are comprised of particles that are larger 
than the ungranulated microcryst. cellulose. 
This granulated microcryst. cellulose 

is capable of cushioning controlled release particles and barrier 
coated particles from the compression forces used in tableting, 
thereby maintaining the phys . integrity of the components of the 
tablet . 

9000-07-1, Carrageenan 
RL: MOA (Modifier or additive use); USES (Uses) 
(ext., hydrocolloid; microcryst. cellulose 
cushioning granules with controlled release property 
for pharmaceutical and other product) 
IT 9000-65-1, Gum tragacanth 
9003-39-8, Poly (vinyl 
pyrrolidone) 9004-32-4, Sodium 
carboxymethylcellulose 9004-64-2, 
Hydroxypropylcellulose 9004-65-3, 
Hydroxypropylmethylcellulose 9004-67-5, 
Methylcellulose 9005-25-8, Starch, uses 
9005-32-7, Alginic acid 

RL: MOA (Modifier or additive use); USES (Uses) 
(hydrocolloid; microcryst. cellulose 

cushioning granules with controlled release property 
for pharmaceutical and other product) 
IT 67-63-0, Isopropanol, uses 

RL: NUU (Other use, unclassified); USES (Uses) 
(microcryst. cellulose cushioning 
granules with controlled release property for 
pharmaceutical and other product) 
IT 9004-34-6D, Cellulose, hydrolized, properties 

RL: BUU (Biological use, unclassified); PRP (Properties); TEM 

rSSc m Cal .° r en ^ ineered material use); BIOL (Biological study); 
Ubbb (Uses) 

(microcryst.; microcryst. cellulose 

cushioning granules with controlled release property 
for pharmaceutical and other product) 
IT 64-17-5, Ethanol, uses 67-56-1, 

Methanol, uses 67-64-1, Acetone, uses 
62309-51-7, Propanol 

RL: NUU (Other use, unclassified); USES (Uses) 
(solvents; microcryst. cellulose cushioning 
granules with controlled release property for 
pharmaceutical and other product) 
REFERENCE COUNT: 4 THERE ARE 4 CITED REFERENCES AVAILABLE FOR 

THIS RECORD. ALL CITATIONS AVAILABLE IN 
THE RE FORMAT 
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2001:131163 CAPLUS 
134:168379 

Preparation of time-specific controlled-release 

capsule formulations containing a swellable 

polymeric coating layers 

Busetti, Cesare; Crimella, Tiziano 

Italy 

U.S., 11 pp., Cont .-in-part of U.S. 5,891,474 

CODEN: USXXAM 

Patent 

English 

2 



PATENT NO. 



KIND DATE 



US 6190692 
US 5891474 

PRIORITY APPLN. 

AB 



Bl 
A 



INFO. 



20010220 
19990406 



APPLICATION NO. DATE 

US 1997-991814 19971216 

US 1997-790530 19970129 

US 1997-790530 A2 19970129 



IT 



IT 



fa? J ™ P f 1C Rolled-release capsule formulations comprise 
' a ' a 1 COre c°ntg a liq. form of a pharmaceutical^ active ageS lo 
be delxvered, and (b) a swellable polymeric coating layer 9 
substantially surrounding the core. The swellable polymeric coatina 
layer delays the release of the pharmaceutical^ ac?ivfagent i 9 
the core for a predetd. period of time dependent upon the thicSls 

coatKa S r llable POl ^ eric coatin 9 layer. The sweLLie po^Sj 
coatrng layer surrounding the core is provided by a new method which 

(Ti\ U tnl alte ™ atel y <*> wetti ng the core with abinder soln?, and 

S ^ C T W±th ?° Wd - P ol ^ric particles a sufficient 
?£; nf \° P roduce * time-specific dosage formulation having 

the deseed thrckness of swellable polymeric coating layer FoJ 

Sr^ HC1 ' 129 ^ ° f -IcS'pho^phate 

ainyarate, 20 mg of microcryst. cellulose, and 

10 mg of sodium starch glycolate, were mixed thoroughly 

5 a min S1U ? h f Sf"? U ^ ±S ***** Md thoro ^hly mixed 'for another 

5 min. The granular mixt . is formed into tablet 

cores of 6.8 mm diam., weighing 200 mg each using a rotary 

Si S £ PrSSS : ThS C0r6S Sh ° W a disintegration time lower 
than 5 min. in water, a Schleuninger hardness higher than 
10 kp and a friability lower than 0.1 %. The cores are heated to 

rwo"So ee - C ° ating layer ±S a PP lied onto the cores in a 

ttZ P rocedur e, using an automatic coating pan. in the first 
step the cores are wetted with a binder solii" contg. 5% MethocJl 
E5, 10% polyvinylpyrrolidone, and 85% purified 
wfS r ; th \ second ste P' the wetted cores were treated 

rn??« * f Y ^ includin 9 9 0% Methocel K15M, 9% talc and 1% 
colloidal sHica. Steps 1 and 2 are repeated until a wt qain 
corresponding to 50% of total tablet wt is achieved The 
coated tablets showed a dissoln. time lag in excess of 300 

Moi'*f°J n 6 ?, ? 3 qUiGk disint egration of the tablet. 
9004-34-6, Cellulose, biological studies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(mxcrocryst.; prepn. of time-specific 

SwenaJ^ d n^ leaSe Capsules ^Prising drug-contg. core and 

swellable polymeric coatings) 
64-17-5, Ethyl alcohol, biological 
studies 9000-01-5, Arabic gum 9003-39-8, 
Polyvinylpyrrolidone 9004-64-2, 
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Hydroxypropyl cellulose 9004-65-3 
Hydroxypropyl methyl cellulose ' 

drug-contg. cor, and s™i?aEff ™? d -" le «<» capsules comprising 
M " S^1n^„^^S ES AVAILABLE 
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Manufacture of buccal tablets 
containing vitamin K 
Ikematsu, Yasuyuki; Hashizume, 
Masahiro; Ando, Hidenobu 
Eisai Co., Ltd., Japan 
Jpn. Kokai Tokkyo Koho, 4 dd 
CODEN: JKXXAF 
Patent 
Japanese 
1 



Minoru; Nakamura, 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



AB 



IT 



IT 



JP 2000344664 A2 ?nnm 91 o 

^srr 5 o 3 ?^ M a s , si d b r it ; 600 

by adding 450 mL lllll^VoT { 1 ^ "MSf^ 

mold JS co^preLe5 e t a o e aive T S e ' filled -to a 

9003-39-8, 5^£;J_M_£ Ve bUCCal ***** < 280 ««J each) . 
Hydroxypropyl cellulose 9004-65-3 

y « r ^ y ? r ° Pyl ^llulose 9004-67-5 

, Methyl cellulose 9005-25-8, 
Starch, biological studies 

vitamin K and binders) M cont 9- 
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^?vo'ph U Ya; ° Chiai ' Nao ^ Hibino, Tsuneyuki 
Taiyo Pharmaceutical Industry Co Ltd t*£T 
Jpn. Kokai Tokkyo Koho, 4 pp ' ' Japan 
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Patent 
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AB s!ff?° 0239162 ,- , A2 20000905 JP 1999-43435 19990222 

wiS w^L P sol CleS - (aV V diam - • lto ^- 100 ■"■"•»> are compounded 
with water-sol. excxpients and nonionic surfactants (HLB 
•gtoreq.5) to formulate oral compns . in liq. or solid forms The 
compns. provide improved bioabsorption characteristics. Sofalcone 
LZ:^ ^ Ham .ltoreq.20 .mu.m) 250 g was mixed with 
cryst. cellulose 125 g, starch 250 g, 
D-mannitol 327.5 g, hydroxypropyl cellulose 30 

!teari?:°^ e .S i^If* *?' ethanol » 7 : 5 * and Mg 

each) . 



- < . wv- j-xa uyj. euiauuj./ / . D 

f!!uf 9 and com P resse <* to give tablets {200 mg 
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TITLE: Fumaric acid microtablets 

S0URCE: PCT Int. Appl., 16 pp. 

CODEN: PIXXD2 
DOCUMENT TYPE: Patent 
LANGUAGE: German 
FAMILY ACC. NUM. COUNT: 1 
PATENT INFORMATION: 

PATENT NO. KIND DATE APPLICATION NO. DATE 



WO 2000023068 A2 20000427 WO 1999-EP7568 19991 nnfi 

WO 2000023068 A3 20000727 19991008 

W: cn r L 7 ' ™ ™' ™' AZ ' BA ' BB ' BG ' BR ' BY ' CA ' CH ' CN ' CR, 

5t' ?m' o' f ' ES ' FI ' GB ' GD ' GE ' GH ' GM ' HR ' HU, ID 

tv In' 5n' KE ' KG ' KP ' KR ' KZ ' LC ' LK ' LR ' LS ' Lt' LU 

LV, MA, MD, MG, MK, MN, MW, MX, NO, NZ, PL, PT, RO RU SD 

vn' ??' SK ' SL ' TJ ' ™' TR ' TT ' TZ UA US UZ,' Si 

YU, ZA, ZW, AM, AZ, BY, KG, KZ, MD, RU, TJ, TM 

RW: GH, GM, KE, LS, MW, SD, SL, SZ, TZ, UG, ZW, AT, BE CH CY 

DE, DK, ES, FI, FR, GB, GR, IE, IT, Lu! MC, NL, Pt' SE Bf' 

nr iqo.oS CF ' CG ' C1 ' CM ' GA ' GN ' GW ' ML ' MR - NE, SN, TD,' tg' ' 

SeiwJ^S ^ 20000518 DE 1998-19848260 19981020 

DE 19848260 C2 20020117 

in lllllnl ^ 20000427 CA 1999-2329543 19991008 

BR lliolll f "J 00508 AU 1999-60906 19991008 

FP ^\%IJ> t 20010109 BR 1999-10267 19991008 

I 11 A2 20010816 EP 1999-947484 19991008 

R: £: ie, 2; l d t e : l d v k ; g' 11' GB ' GR ' ^ "< ^ **• ^ 

Ss63??67°P 9 t f° 10521 NO 2000-5239 20001018 

PRIORITY IppS INFO • 2 °° 2 ° 312 US 2001 -^3978 20010117 

fKiUKlTY APPLN. INFO. DE 1998-19848260 A 19981020 

OTHFR cmsrwoi W0 19 99-EP7568 W 19991008 

OTHER SOURCE (S): MARPAT 132:313699 

Fumaric acid monoalkyl ester salts, optionally mixed with dialkyl 



AB 



Searcher 



Shears 



308-4994 



09/708581 

fumarates, are useful for orodn n f = u 

form of microtablets or Mcropeilets fo ha f maceutic ^ Prepn. in the 
arthritis, neurodermatites psor^asL treatment of psoriatic 
regionalis. Such preens do nof ^ ' and Crohn 's enteritis 
and accompanying gLSoxntestiSl'sfde^^ 6 ™ F "- al P h ^ secretion 

8°^ H nly monoalk yl fuSe sa lt s Thus^CaT 0 ^/^ Prepns ' 
8.700, di-Me fumarate 12.000, Mq mono-Et f,™ Ca ™°™~ Et fumarate 
mono-Et fumarate 0.30 kg were mixed J f ™arate 0.500, and Zn 
granulated mixt. of Sta-Rx ttJ? t ^ S * eved ' combined with a 
microcryst. cellulfsfo . 30, ^TlT^' ' 18 -°°' 
Primojel 4.00, Aerosil n ok v »" ' 

and formed into l^Htsl^T °' 5 °' Md talc ^ 

a soln. of hydroxypropyireSScenuLs^ntrr, 611 ^ 1710 COated wi "> 

and castor oil 0.240 ko inxt^t Phthalate 2.250 

13.00, 94% EtOH 13 50 and 1™ olven t"»^t. of acetone 

After drying, the microti t minerall2e d water 1.50 L. 

0.340, T [ ( v?)' 0x^0^ f^d TSufr'S 3^ * of talc 

4.800, PEG 6000 0.120, 2- rOH 8 12>5% E ^agit E 

0.200, and triacetin 6 600 ko and d.' demin ^ aliz ed water 

gelatin capsules 9 dispensed into hard 
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132:241967 

SS^i ClaUd6; Gimet, Eene; Toselli , 

CLL Pharma, Fr 
PCT Int. Appl., 26 pp. 
CODEN: PIXXD2 
Patent 
French 
: 1 



PATENT NO. KIND DATE 



WO 2000016749 
W: AE, AL, 
CU, CZ, 
ID, IL, 
LU, LV, 
SE, SG, 
ZA, ZW, 
RW: GH, GM, 
DK, ES, 
CF, CG, 
FR 2783421 
FR 2783421 
AQ 9955235 
BR 9913782 
EP 1112064 

R: AT, BE, 
PT IE 
PRIORITY APPLN.'lNFO. 



APPLICATION NO. DATE 



Al 
AM, AT, 
DE, DK, 
IN, IS, 
MD, MG, 
SI, SK, 
AM, A2, 
KE, LS, 
FI, FR, 
CI, CM, 
Al 
Bl 
Al 
A 
Al 
CH, DE, 
SI, LT, 



20000330 
AU, AZ, 
DM, EE, 
JP, KE, 
MK, MN, 
SL, TJ, 
BY, KG, 
MW, SD, 
GB, GR, 
GA, GN, 
20000324 
20001124 
20000410 
20010605 
20010704 
DK, ES, 
LV, FI, 



AB 



The invention concerns a method 



999-FR2155 19990910 

BR, BY, CA, CH, CN, CR, 

GD, GE, GH, GM, HR, HU, 

KZ, LC, LK, LR, LS, LT, 

NZ, PL, PT, RO, RU, SD, 

UA, UG, US, UZ, VN, YU, 

TJ, TM ' 

ZW, AT, BE, CH, CY, DE, 

MC, NL, PT, SE, BF, BJ, 
NE, SN, TD, TG 
998-11611 19980917 

AU 1999-55235 19990910 
BR 1999-13782- 19990910 

FR pr " 99 ~ 941732 "990910 
FR, GB, GR, IT, LI, LU, NL, SE, MC, 

FR 1998-11611 A 19980917 
WO 1999-FR2155 W 19990910 
for prepg. novel galenic 



WO 1 
BA, BB, BG 
ES, FI, GB 
KG, KP, KR 
MW, MX, NO 
TM, TR, TT 
KZ, MD, RU 
SL, SZ, UG, 
IE, IT, LU, 
GW, ML, MR, 
FR 1 
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P^ncToTa ?i q ^^ ^5SSti n in 
and water-miscSe Tie and^M T 9 - * surfact ^t, water 
granular material Said fn™/^ Ylng the "biting 
medicine for era Ta^ s f"" 3 are used *>r p?epg. a 

active principle, in particular n ™\ com P^™<3 fenofibrate as 
and hypertriglyceridemia A cap suL con\ ^P ercho ^terolemia 
lactose monohydrate 25.9, mJcrocSst ceS? f «"*ibrate 150, 
13.5, povidone R ? * ^^ocryst. cellulose 

sodi; m p i a ;^rsuif;t:T5 um a'f:^ 6 '^ 1 starch 15 - 8 ' 

and Tmax of fenofibrate ' was TsHTX ^Tf ! * >2 ^ The Cm ** 
T 7 Hl' ( f h than01 ' ^^o^cal'studi^-^ ^ *'* h ' r ^ 

^t h Z h To~ g U no e vel B fe°n L ol B i 0l ^ iCal 8tud " ' USE * <°-> 
REFERENCE COUNT : P ^ i H Sp°SS r f te 9 al enic formulations) 

TH IS RE COR n C J T T f ° REFERENCE S AVAILABLE FOR 
THE RE FORMAT CITATI ° NS AVAILABLE IN 



IT 
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The use of fumaric acid derivatives in 
transplant medicine 
Joshi, Rajendra Kumar; 
Fumapharm Ag, Switz. 
PCT Int. Appl., 32 pp. 
CODEN: PIXXD2 
Patent 
German 
: 1 



Strebel, Hans-Peter 



PATENT NO. 



KIND DATE 



WO 2000012072 
WO 2000012072 
W: AE, AL, 
CU, CZ, 
ID, IL, 
LU, LV, 
SE, SG, 
ZA, ZW, 
RW: GH, GM, 
DK, ES, 
CF, CG, 
DE 19839566 
DE 19839566 
CA 2322188 
AU 9957378 
EP 1107749 

R: AT, BE, 
PT, IE, 
BR 9908722 
US 6359003 
NO 2000006462 
PRIORITY APPLN. INFO 



A2 20000309 
A3 20000504 
AM, AT, AU, AZ, 
DE, DK, DM, EE, 
IN, IS, JP, KE, 
MD, MG, MK, MN, 
SI, SK, SL, TJ, 
AM, AZ, BY, KG, 
KE, LS, MW, SD, 
FI, FR, GB, GR, 
CI, CM, GA, GN, 
Al 20000309 
C2 20020117 
AA 20000309 
Al 20000321 
A2 20010620 
CH, DE, DK, ES, 
SI, LT, LV, FI, 
A 20011016 
Bl 20020319 
A 20010430 



APPLICATION NO. DATE 

WO 1999-EP6110 19990820 



BA, 

ES, 

KG, 

MW, 

TM, 

KZ, 

SL, 

IE, 

GW, 



BB, BG, 
PI, GB, 
KP, KR, 
MX, NO, 
TR, TT, 
MD, RU, 
SZ, UG, 
IT, LU, 
ML, MR, 
DE 19 



BR, BY, CA, CH, CN, CR, 
GD, GE, GH, GM, HR, HU, 
KZ, LC, LK, LR, LS, LT, 
NZ, PL, PT, RO, RU, SD, 
UA, UG, US, UZ, VN, YD, 
TJ, TM 

ZW, AT, BE, CH, CY, DE, 
MC, NL, PT, SE, BF, BJ, 
NE, SN, TD, TG 
98-19839566 19980831 



CA 1999-2322188 19990820 

AU 1999-57378 19990820 

PR pn EP l" 9 -944453 19990820 
j£, GB, GR, IT, LI, LU, NL, SE, MC, 

BR 1999-8722 19990820 

US 2000-719189 20001208 

NO 2000-6462 2000121 R 

DE 1998-19839566 A 19980831 
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OTHER SOURCE(S): MARPAT 132-19907? 19 "- EP611 ° W 19990820 

AB coX r L c d a 2 t \ c rL : Xi a \^ y L es t ters and their saits ' - 

Sio ionally US ^ ^-~t £3Ei 8 i 1 i 1 S o :JtT tlon with prepns ' 

srsrsss^rSxSHiS it*?^ ^ — fumarate Ca 
2i^ 0 o , ^-o-^r^Si-js? p d r e P ri o\o? a - Rx 1500) 

Pr lmoD el 4000, and colloidal silid/aeid 0 300 kq 

n»tUH 13.00 L contg. 0.240 ka caqt-nr nil ^ ^ 

of 12.5% Eudragit E soln 4 finn ? i n ' of ° llowed b V a f ilm coating 
coloring and PEG-6000 S l'?n" °' 34 ?' T± ° Xide °' 520 ' blu ^ 

8.200, glycerin ^SacetaS 0 ^n" ^ 8 Solvent mi *t . of 2-PrOH 
, y^y^iin triacetate 0.060, and H20 0.200 kg. 
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Yunnanbaiyao tablets and preparation 
method 

Lin, Tianqing 

Yunan Baiyao Industry Co., Ltd., Peop. Rep. 
Faming Zhuanli Shenqing Gongkai Shuomingshu, 9 

CODEN: CNXXEV 
Patent 
Chinese 
: 1 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



AB 



CN 1996-103380 19960408 



IT 



IT 



CN 1137406 A 19961211 

CN 1053581 B 20000621 

hydroxypropyl cellulose 0.1-0.6, and 
microcryst. cellulose 0.08-0.2 Kg, adding an 
appropriate amt. of ethanol or di^td. waLr 
Jo-wJ^aS^" 1 - 9 ^ Sub ? ectin <? to granulation, drying at 
^i-wSTSi^S^ 1 ^^- 08 ^ ^ St6arate "leting. 

(Ther P ap e utK S us C :f; SSwS? 9 ?* ? hemiCal ' T ™ 

(Uses) 

icioiogical study); proc (Process); USES 
me?h;dr StitUti0n '' yUnnanbai ^<> tablets and prepn. 
R? 04 ;^"?^ 0611 ^ 036 ' biolo ^l studies 

(^erapeuS S us C : ' SSwSS 9 °* ' ™U 

(Uses) ] ' I0L (Blol °g i ^l study); proc (Process); USES 
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IT 



method ° rySt- '" y unnanb aiya° tablets and prepn. 
9005-25-8, Starch, biological studies 

RL: PEP (Physical, engineering or chemical process) • TH[J 
(Therapeutic use,; BIOL (Biological study) Ar^Lcsss, ; USES 

(yunnanbaiyao tablets and prepn. method) 
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Oral pharmaceutical preparation comprising an 
antiulcer activity compound, and a process for 
its production 
Picornell Darder, Carlos 
Intexim, S.A., Spain 
PCT Int. Appl., 45 pp. 
CODEN: PIXXD2 
Patent 
Spanish 
1 



KIND DATE 



APPLICATION NO. DATE 



WO 1998-ES204 19980713 



WO 9906032 A2 19990211 

WO 9906032 A3 19990812 

w: S: 2E 2: S: ?i z : S; G B E B ; G B H G : £ hr' h c S' s- % % «- 

S: S: S; S £ - - - S s si : ' i : 

S; S; S: 11' % UG ' us ' uz ' ™ : ™ : zw: S & S; S: 

RW: S; S: £ Si S: S: S: 2: Z; £ - s- Z' S 

ES 2i37fiS' CI/ CM ;, GA ' GN ' GW ' ML ' mr: NE sn ^ tg' ' J ' CF ' 

It llVlltl 19991216 ES 1997-1816 19970731 

ts 2137862 Bl 20000916 J1 

E? JSSSJK S 19990222 AU 1998-82173 19980713 

R AT BE CH OF 'T^l' ™ "98-932185 199807 3 

pj' ES ' ' GB ' GR f IT, LI, LU/ NL, SE, MC, 



JP 2001511443 T2 
ZA 9806893 A 
ES 2156699 Al 
ES 2156699 Bl 
NO 2000000435 A 
PRIORITY APPLN. INFO.: 



20010814 
19990127 
20010701 
20020301 
20000323 



JP 2000-504847 
ZA 1998-6893 
ES 1999-157 



19980713 
19980731 
19990127 



OTHER SOURCE (S) 
AB 



NO 2000-435 20000127 

ES 1997-1816 A 19970731 

WO 1998-ES204 W 19980713 

• - MARPAT 130:187185 ^«U/1J 
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IT 



IT 



IT 



TeZlTzilTo^-l^ the aCtive la ^ er formed <*«ring the 

9004-34-6, Cellulose, biological studies 

RL: MOA (Modifier or additive use) - pfp fph„o^ = i 

9000-01-5, Gum arable 9000-07-1 

, Carrageenin 9000-65-1, Tragacanth 9003-39-8 

Polyvinylpyrrolidone 9004-32-4 9004-64-2 

/ Hydroxypropylcellulose 9004-65-3, 

Hydroxypropylmethylcellulose 9004-67-5 

Methylcellulose 9005-25-8, Starch, 

pf 01 ^ 0 ! 1 Studies 9005-32-7, Alginic acid 

KL: MOA (Modifier or additive use) - pfp fphuci^i 

l"tlsfroTllTilil P r V "- C " P ' Ui ^ a " »9ent and a 

64-17-5, Ethanol, uses 7732-18-5, 
Water, uses 

RL: NUU (Other use, unclassified); USES (Uses) 

pro^esf roTJtfpr^r^- COTprisin * ™ agent and a 
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Method for stabilizing active substances for 
controlled release pharmaceutical formulation 
Kofler, Bojan; Rebic, Ljubomira Barbara; Sirca, 
Judita; Venturini, Peter 
Lek, Tovarna Farmacevtskih In Kemicanih 
Izdelkov, Slovenia 
PCT Int. Appl., 50 pp. 
CODEN: PIXXD2 
Patent 
English 
: 1 



PATENT NO. 



KIND DATE 



WO 9903453 
W: AL, 
DE, 
KE, 
MN, 
TJ, 
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ES, 
CG, 

AU 9882523 



RW: 
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TM, 
MD, 
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FI, 
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Al 
AT, AU, 
EE, ES, 
KP, KR, 
MX, NO, 
TR, TT, 
RU, TJ, 
KE, LS, 
FR, GB, 
CM, GA, 

Al 



19990128 

AZ, BA, BB, 

FI, GB, GE, 

KZ, LC, LK, 

NZ, PL, PT, 

UA, UG, US, 
TM 

MW, SD, SZ, 

GR, IE, IT, 

GN, GW, ML, 
19990210 



APPLICATION NO. DATE 

WO 1998-SI14 19980713 

BG, BR, BY, CA, CH, CN, CU, CZ, 

GH, GM, HR, HU, ID, IL, IS, JP, 

LR, LS, LT, LU, LV, MD, MG, MK, 

RO, RU, SD, SE, SG, SI, SK, SL, 

UZ, VN, YU, ZW, AM, AZ, BY, KG, 

UG, ZW, AT, BE, CH, CY, DE, DK, 
LU, MC, NL, PT, SE, BF, BJ, CF, 
MR, NE, SN, TD, TG 

AU 1998-82523 19980713 
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IT 



IT 



Ep T<ii be, c:wt°% PE . ^v 3 ii°\ 0 "r 713 

PT, IE, FI RO ' ' ' LI ' LU ' NL ' SE ' MC, 

PRIORITY APPLN. INFO • 

INFO . SI lg97 . 186 1997 0714 

Disclosed is a method for ^wr • W ° 1998 " SI14 19980713 

unstable in .olS^S/St^i^iS^ST" ^ ^ 

of t ime in the presence of water and at thl I ? ° nger P eriods 

substance, preferably LSs Z 5 aC ° ept f ble auxili ^V 
process of anhyd arlnulati™ « h ?h 0r ?" solvent s used in 

control r° ^ -iS d fo^?a?i^ S :i^ n °' 2 

"S-ssj:'^ s a tore v d ;s 8 iss- that r ™ e in 

Presence of water an J ^the ^^Ts^lve^^ ^ ^ 
heating, ls disclosed as well. Pe ii e t co?es lonn « 
Tsit^Tt^r P \° CeSS fr ° m Poly3orb C a° t r e eS 8 0 2° g g " X * Prepd " by 
lower-IubsStuteH\ e ? an01 ' ° me P razo1 100, dried 9 
dri^ * ubstltuted hydroxypropyl cellulose 100, 

598 ^5 Trl3 3t - 1** 11 " 1 ; 03 * 100 ' <*ied mannitol 
rorU Polyvinylpyrrolidone 50 g. The pellet 

and acetone for gastro-resistance finef intf ^ 

9003°^«° P fr thyl cellul ^e capsules 

9003- 39-8, Polyvinyl pyrrolidone 

9004- 32-4 9004-64-2, Hydroxypropyl 

stabilized) Pharmaceuticals in which active substance is 

9004-32-4, Sodium carboxymethyl 
cellulose * 

BIOL (Biological study); USES (Uses) 
controlled release pharmaceuticals in 
is stabilized) 

SlfR?ro R ; C , I T TED REFEREN CES AVAILABLE FOR 
THE RE FORMAT CITATI ° NS ™ 



IT 



RL: THU (Therapeutic use) 
(intermediate coating; 
nr ^ mn which active substance 
REFERENCE COUNT: 7 
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Yakuhin Kogyo K. K. 
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CODEN: JKXXAF 

Patent 

Japanese 

1 



PP. 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



AB 



IT 



S^°^ r ? Pyl cellulos ^ granulated, and 
molded rnto tablets, from which nitrendipine was 
effectively released in elution test. 
64-17-5, Ethanol, uses 

RL: NUU (Other use, unclassified); USES (Uses) 

(solvent; manuf. of long-lasting oral prepns conta 
drhydropyridines and magnesium Lrbonat" g ' 
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NS r °p|, e ?" r ^ eaSe c ™P° siti °ns for pain control 
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Eur. Pat. Appl., 1S pp. Pan 
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Patent 
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PATENT NO. 
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EP 793959 

R: AT, BE, 
PT SE 
US 624535l' Bl 
CA .2199345 AA 
CN 1164424 a 
JP 09295933 A2 
JP 3134187 B2 

PRIORITY APPLN. INFO. 

AB 



Al 19970910 
CH, DE, DK, ES, 



20010612 
19970907 
19971112 
19971118 
20010213 



FI, 



APPLICATION NO. DATE 

EP 1997-103604 19970305 
FR, GB, GR, IE, IT, LI, LU, 



NL, 



US 1997-812939 
CA 1997-2199345 
CN 1997-109607 
JP 1997-51756 

JP 1996-50613 



19970304 
19970306 
19970306 
19970306 



A controlled-release comnn ■ iy ^-50613 A 19960307 

a compn. contg fwater-insoJ sub^f * ^T^* 3 ' COre COated "ith 
polymer havinn nn lnso1 - substance and a swellable 

iS ^ ble of maintaining an 
to ensure sustained SS'artiS ^tSrSoSv ex J en ? ed ? eriod of time 
morphine. cntdot.HCl 110? ~«tg. 

3^*7^ Cellulose 150 ' Ca CM-celiuJo^ ^ 3 °°' 

' " nd ^roxypropyl cellulose 30 g was add to 
an aq. soln. contg. Pluronic E68 . The resulting mixt . was kneaded, 
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extruded, and granulated and the granules were 
sprayed with hydroxypropyl Me cellulose 
dissolved in a mixt . of ethanol and water to 
yield coated core granules. The resulting coated 
granules were then spray coated with a coating soln. 
comprising Et cellulose, hydroxypropyl Me 
cellulose, and Hiviswako 104. 
9004-64-2, Hydroxypropyl cellulose 
9004-65-3, Hydroxypropyl methyl cellulose 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(cont rolled-release oral compns . for pain control) 
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KIND 
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Al 
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AL, 
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AU, AZ, 


BA, BB, 






HU, 


IL, 


IS, JP, 


KG, KR, 






MN, 
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PL, RO, 






US, 
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VN, AM, 


AZ, BY, 




RW: 
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LS, 


MW, SD, 


SZ, UG, 
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IT, LU, 


MC, NL, 
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CA 


2234817 
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19970501 


AU 


9675228 




Al 


19970515 


EP 


857020 




Al 


19980812 




R: 


AT, 
IE, 


BE, 
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JP 
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JP 1996-516841 19961023 
US 1998-66469 19981027 
kity APPLN. INFO.: US1995-5897P P 19951027 

US 1995-5901P P 19951027 
GB 1996-3238 A 19960216 

GB 1996-3834 A 19960223 

WO 1996-US17196 W 19961023 
The present invention relates to a pharmaceutical compn. and a 
process for the prepn. of a tablet contg. a growth hormone 
secretagogue as the active ingredient. The tablet is 
prepd. by forming a powder blend of the active ingredient 
N- [1 (R) - [ (1, 2-dihydro-l-methanesulfonyl-spiro [3H-indole-3, 4 • - 
piperidin] -1 ' -yl) carbonyl] -2- (phenylmethyl-oxy) ethyl] -2-amino-2- 
methyl-propanamide, or a pharmaceutical^ acceptable salt thereof, 



Searcher : Shears 308-4994 



09/708581 

in particular the methanesulf onate salt, with a binder/diluent, a 

first diluent, a second diluent, a first portion of a disintegrant , 

and a lubricant; wet granulating the powder blend with a 

soln. of ethanol/water to form granules 

; drying the granules to remove the ethanol/ 

water; adding a second portion of a disintegrant; 

lubricating the granules; and compressing the dried. 

granules into the desired tablet form. The 

present invention further relates to a novel amorphous form of the 
compd. N- [1 (R) - [ (1, 2-dihydro-l-methanesulfonyl-spiro[3H-indole-3, 4 ■ - 
piperdin] -1 ' -yl ) carbonyl ] -2- (phenylmethyl-oxy) ethyl] -2-amino-2- 
methylpropanamide methanesulf onate which is produced directly as a 
result of the process of tablet formulation. 
IT 9003-39-8, Polyvinylpyrrolidone 9004-64-2 
, Hydroxypropyl cellulose 9004-65-3, 
Hydroxypropylmethylcellulose 

RL: THU {Therapeutic use); BIOL (Biological study); USES (Uses) 
(binder or diluent; formulation of tablets of growth 
hormone secretagogues using a wet granulation step) 
IT 9004-34-6, Cellulose, biological studies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(microcryst. , diluent; formulation of tablets 
of growth hormone secretagogues using a wet granulation 
step) 

IT 9005-25-8, Starch, biological studies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(pregelatinized, binder or diluent; formulation of 
tablets of growth hormone secretagogues using a wet 
granulation step) 
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DOCUMENT NUMBER: 127:55760 

TITLE: Effect of polymorphic transformation during the 

extrusion-granulation process on the 
pharmaceutical properties of carbamazepine 
granules 

AUTHOR(S): Otsuka, Makoto; Hasegawa, Hitoshi; Matsuda, 

Yoshihisa 

CORPORATE SOURCE: Department of Pharmaceutical Technology, Kobe 

Pharmaceutical University, Higashi-Nada, 658, 
Japan 

SOURCE: Chem. Pharm. Bull. (1997), 45(5), 894-898 

CODEN: CPBTAL; ISSN: 0009-2363 
PUBLISHER: Pharmaceutical Society of Japan 

DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB The effects of a solvent system on the pharmaceutical properties of 
carbamazepine (CBZ) granules contg. a polymorphic form of 
bulk powder were investigated by x-ray diffraction anal., thermal 
anal., mercury porosimetry and Brunauer-Emmett-Teller (BET) surface 
area measurement. A powder mixt. consisting of 20% CBZ form I, as a 
bulk powder, 56% cryst. . alpha . -lactose monohydrate and 
24% corn starch was used as a pharmaceutical powder, with 
the 3 kinds of binder solns. (distd. water, 50% aq. 
ethanol and ethanol) contg. 5% 

hydroxypropyl cellulose (HPC) . After kneading 

with a binder soln., the granules were obtained using an 
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extruding granulator. The x-ray diffraction and DSC 
results of the granules indicated that form I with 50% 
ethanol soln. transformed into a dihydrate form during 
extruding granulation, but this did not occur with the 
distd. water or ethanol solns. The order of 
hardness and sp surface area (Sw) of the granules was 
distd. water >50% ethanol >ethanol and 
50% ethanol >ethanol >distd. water. 

The stress-thickness profiles of the tabletting compression 

processes of CBZ granules obtained using various binder 

soln. systems were measured, and the initial compression process due 

to particle rearrangement was affected by the characteristics in the 

granules. The total pore vol. of tablets obtained 

from 50% ethanol was the lowest, and their order was 

ethanol >distd. water >50% ethanol. 

Their order of tablet hardness reflected the total pore 
vol. of the tablet, and was 50% ethanol >distd. 
water >ethanol. All pharmaceutical properties of 
the granules and/or tablets contg. CBZ were 

affected by the characteristics of the solvent systems in binder 
5 o_l n • 

9004- 64-2, Hydroxypropyl cellulose 

9005- 25-8, Starch, biological studies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(polymorph transformation during extrusion-granulation 
effect on properties of carbamazepine granules) 
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Enteric dosage forms of acid-labile antacids 
containing stabilizers 

Ooishi, Naohiro; Shibata, Toshuki; Ikeda, Kuniki 
Yoshitomi Pharmaceutical, Japan 
Jpn. Kokai Tokkyo Koho, 17 pp. 
CODEN: JKXXAF 
Patent 
Japanese 
: 1 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



JP 05255088 
PRIORITY APPLN. INFO 
AB 



A2 19931005 



i_ng 



JP 1992-273736 19920917 
tp 4. . Jp 1991-318337 19911105 

Enteric-coated prepns. of acid-labi.le benzimidazole-type antacids 
n^L^ Pr ° Ved dissoln ' characteristics are prepd. by ScoSoMtina 

layers. For example, granules contg. omeprazole 5.0, I 
o.u, cryst. cellulose 4.0, low-substituted 
hydroxypropyl cellulose 4.0, hydroxypropyl 
cellulose 0.5, and mannitol 56.5 part were coated with (1) 
an undercoat ing compn. contg. hydroxypropyl Me 
cellulose 3.5, I 1.5, talc 0.5, and distd. water 
^L?^ S ' undercoat ing compn. contg. hydroxypropyl 

Me cellulose 3.5, Ti02 2.5, talc 0.5, and distd. 

hvJ™ P ? rtS ' (3) an enteric coating compn. contg. 

hydroxypropyl Me cellulose phthalate 10.7, 
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flf n™ 1 2'^ 1 - 8 ' meth y len e chloride 33.0, ethanol 

86.0, and distd. water 33.0 parts. 

"8 ANSWER 22 OF 30 CAPLUS COPYRIGHT 2002 ACS 
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DOCUMENT NUMBER: 117:178251 

TITLE: Application of the solid dispersion method to 

controlled release of medicine. II. 
Sustained-release tablet using solid 
dispersion granule and the medicine 

AUTHORS). release mechanism 

H0R(S) ' * uas ?' Hiroshi; Ozeki, Tetuya; Kanaya, Yoshio; 

™n™™ m Oishi, Katsutoshi 

CORPORATE SOURCE : T ok yo Coll. Pharm., Hachioji, 192-03, Japan 

KLb - Chem. Pharm. Bull. (1992), 40(6), 1592-6 

DOCUMENT TYPE: S^L™™' ^ °°° 9 - 2 ^ 

LANGUAGE : English 

^ lLtJ^ e l j F ° US ^ er ' the utilit y of the solid dispersion for the 

vreld re i 6aSe W3S StUdied and the s ° lid dispersion was 

prepd. by the evapn. of ethanol after dissolving a 

water sol. medicine (oxprenolol-HCl )( I ) , sol 

hydroxypropyl cellulose (HPC) and insol. Et 

cellulose (EC) into ethanol. In this paper, the tableting 

of the above mentioned solid dispersion granule and the 

mechanism of medicine release from this solid dispersion 

granule were studied. Microcryst. 

cellulose was used as the excipient in this tableting. The 

tStll 9 ^™ crushing strength and porosity were measured 

5k the obtained tablets. The pore size distribution in 

the solid dispersion granules was measured before and 

mfnhf 6 d ^ sso l n -.test with a mercury porosimeter to clarity the 

mechanism of medicine release from the granules. The 

state of medicine in the granules was analyzed by IR 

that the homogeneity of the content of I in the granules 
was very high, and the dissoln. rate from the granules 
could be controlled by the particle size of thf granules 
and the compn. ratio of EC and HPC in the granules. These 
results suggest the solid dispersion granule and the 
tablet prepd. with this granule are useful for the 
sustained-release granule and tablet. 
IT 64-17-5, Ethanol, biological studies 
RL: BIOL (Biological study) 

(in prepn. of solid dispersion granules for 

sustained-release tablets) 
IT 9004-64-2, Hydroxypropyl cellulose 
RL: BIOL (Biological study) 

(solid dispersion granules contg., for prepn. of 

sustained-release tablets) 

L28 ANSWER 23 OF 30 CAPLUS COPYRIGHT 2002 ACS 
ACCESSION NUMBER: 1992:557669 CAPLUS 



Searcher 



Shears 308-4994 



09/708581 



DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 

PATENT NO. 



117: 157669 

Sustained-release pranoprofen preparation 

Fushimi, Masunari; Kanbe, Hideyoshi; Kasai, 

Shuichi; Iwasa, Akira; Sawayanagi, Yoichi 

SS Pharmaceutical Co., Ltd., Japan; Dojin 

Iyaku-Kako Co., Ltd. 

Eur. Pat. Appl., 18 pp. 

CODEN: EPXXDW 

Patent 

English 

1 



KIND DATE 



EP 498372 

EP 498372 

R: BE, CH, 

JP 04257519 

JP 2829794 

CA 2060493 

US 5225206 
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PRIORITY APPLN. INFO 
AB 



Al 19920812 

Bl 19961009 
DE, ES, FR, GB, 

A2 19920911 

B2 19981202 

AA 19920809 

A 19930706 

T3 19970216 



APPLICATION NO. DATE 

EP 1992-101830 19920204 
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LI, NL, SE 

JP 1991-17769 19910208 

CA 1992-2060493 19920131 

US 1992-830919 19920204 

ES 1992-101830 19920204 

JP 1991-17769 19910208 



IT 



IT 



IT 



A sustained-release pranoprofen (I) formulation comprises an 
effective amt. of the drug and one or more sustained-release 

Sh a'j' e: r triX " film - f °™in?r components, from the group 

consisting of oily, water-sol., water- ins ol . , P 

and intestinally-sol. components. Sustained-release beads (275 0 

g), prepd. by wet granulation of I 1260, hydrogenated 

castor oil and stearic acid 320 each, and microcryst 

cellulose 300 g, were blended with I 67 5 

microcryst. cellulose 333.5, colloidal silica 7.0, 

Mg stearate 10.0, and talc 7 . 0 g, and compressed into 

sustained-release tablets (diam. 9 mm, wt . 350 mg) 

64-17-5, Ethanol, biological studies 

67-63-0, Isopropanol, biological studies 

9003- 39-8, Polyvinylpyrrolidone 9004-64-2 
, Hydroxypropyl cellulose 

RL: BIOL (Biological study) 

9004- 3? 6 ng ™? P ?' K ? r f n °P ro f en sustained-release beads contg.) 
yuu4-34-6, Cellulose, biological studies 

RL: BIOL (Biological study) 

(microcryst., pranoprofen sustained-release 
formulations contg.) 

9004- 67-5, Methyl cellulose 

9005- 25-8, Starch, biological studies 
RL: BIOL (Biological study) 

(pranoprofen sustained-release formulations contg.) 
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Manufacture of sustained-release solid 
nifedipine preparations 
Oishi, Katsutoshi; Aomatsu, Akira 
Nippon Yakuhin Kogyo Co., Ltd., Japan 
Jpn. Kokai Tokkyo Koho, 3 pp. 
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JP 03169814 a? iqcnmoo 

Nifedipine (X) {1 £ 0.5-3.0 JP Wt 19 tr 3 t °s 74 :k r 19891129 

granule^ wrt^et n Lt h ortna r nuf a ^ d h r de M nt0 

J) and 200, g poly (vl^^^S^,^ 1 "^^' * ^0 

and the mixt. was made into granules whirh nnn n \ 

onn^ff'o' H y drox yP"Pyl cellulose 

annl'S"*' (H y drox yP ro PyD"»thyl(»llulose 
9004-67-5, Methyl cellulose 

RL: BIOL (Biological study) 

64-i? i I ed Si ne 1 sustai ned-release tablets contg.) 
t>4-i7-5, Ethanol, uses 67-56-1, 
Methanol, uses ' 
RL: USES (Uses) 

(solvent for manufg. sustained-release nifedipine tablets 



I in H20 
• .apprx.50%, 



for 



) 
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a'nd p° 0 f iSn y s iC " " antidote for ^ h ol 

Mitani K Ta£i'*/ Ur M n0 ' MaSa ^ su ' Hiromoto; 
t £'p k0 '' Ninomaya, Naohisa; Sugiyama, 

Takao; Furukawa, Eiji; Michishita, Hisashi 
Sanwa Kagaku Kenkyusho Co., Ltd. , Japan 
Eur. Pat. Appl., 19 pp . P 
CODEN: EPXXDW 
Patent 
English 
1 



KIND DATE 



EP 341810 
EP 341810 
EP 341810 

R: AT, 
JP 01287035 
US 4929438 



A2 19891115 
A3 19901010 
Bl 19930623 
BE, CH, DE, FR, GB, 
A2 19891117 
A 19900529 



APPLICATION NO. 
EP 1989-302267 



DATE 



IT, 



LI, NL, SE 

JP 1988-116338 
US 1989-310162 



19890307 



19880513 
19890215 
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ZA 8901357 
AT 90874 
ES 2010435 
AU 8933106 
AU 610795 
CN 1037653 
PRIORITY APPLN. INFO. 
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19891227 


ZA 
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19930715 


AT 


A6 


19891101 


ES 


Al 


19891116 


AU 


B2 


19910523 


A 


19891206 


CN 



AB 



JP 1988-116338 
EP 1989-302267 



19890222 
19890307 
19890308 
19890417 

19890510 
19880513 
19890307 



Phw-Mo a 1989-302267 19890307 

?"oS is.' SEEDS' 4 - ~ 

tS tS'or r.JwV «<=«"l<tel>yde in the blood was reduced "Spared 
suitable ant were mixed to obtain a liq. A adjusted to D H 9 

pt^^^^r ^ r^kr id ° - ■ 

comprised compn. A 100, com starch 19 cryst 

cellulose 30, and Mg stearate Iraq 

64-17-5 

RL: BIOL (Biological study) 

64-17-5, Ethanol, biological studies 
RL: BIOL (Biological study) 

(poisoning by, treatment of, with phytic acid) 

CAPLUS COPYRIGHT 2002 ACS 
1989:580687 CAPLUS 
111:180687 

Pharmaceutical tablet with rapidly 
disintegrating core granulate 

SSri^T' ^ ? 6nry/ Eskilss °n, Eva Christina; 
uvdal, Jonas Paul 

Lejus Medical AB, Swed. 

Eur. Pat. Appl., 9 pp. 

CODEN: EPXXDW 

Patent 

English 

: 1 



IT 



IT 
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EP 237506 
EP 237506 

R: AT, BE, 
SE 8600657 
SE 457326 
SE 457326 
AT 66141 
CA 1297018 
ES 2029285 
US 4840799 
PRIORITY APPLN. INFO, 

AB A rapidly disint 
pharmaceutical i 



APPLICATION NO. 
EP 1987-850052 



DATE 



Al 19870916 
Bl 19910814 
CH, DE, ES, FR, GB, GR, IT, LI, LU, NL, 



A 
B 
C 
E 

Al 
T3 
A 



19870815 
19881219 
19890420 
19910815 
19920310 
19920801 
19890620 



SE 1986-657 



19870213 
SE 

19860214 



AT 1987-850052 
CA 1987-529687 
ES 1987-850052 
US 1987-15011 
SE 1986-657 
EP 1987-850052 
egrating core granulate contg. a 
s prepd. by adding the pharmaceutical, 



19870213 
19870213 
19870213 
19870217 
19860214 
19870213 

optionally 



Searcher 



Shears 308-4994 



IT 



IT 



IT 
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sizi/SiS^J'tS coS Ve ^; r °f j e °r^ y a red " C H ing the P"tide 
water-sol. material, and drvino tL 7 Solld ' Preferably 

granulate may be coated with = 9 ? 6 a ^ lon 'erate . The core 
Thus, a mixt of niSdioSe psn' ^r rSgUlatin 3 coating, 
solvent 355 mL SDS 1 sT 5 2 g ' Et0H "H20 (40:60) 
homogenized Sd spread f^ff LTo/ 0 ™ 9 was 

microcryst. cellulose 5 0 and 2^ mannit01 585 ' 

2S3TSSiSr a 5 nd g d m ° iSt bSd «" then 

-.suiting ^.T^^uS^X iirS ^in 

K^ 4 US 6 E 4 S - 2 ' (Us 2 eir OXyPrOPyl CellUl °- 

(rapidly disintegrating tablet cord granulate 

90 2~ r l 9 r>~ 8 ' f? 1 ^* 1 **" 01 **^ 9004-32-4 

, Carboxymethyl cellulose 9005-25-8 sLL* 
uses and miscellaneous ' Starch ' 

RL: BIOL (Biological study) 

coSgj raPidly disinte ^ at -g cord gra nulate 

67-63^' ^ ano1 ' uses and miscellaneous 
7732-1815 IS ° P " pano1 ' us ^s and miscellaneous 

RL- BWL ; B 7ofn r ' "f 63 3nd misc ellaneous 
biul (Biological study) 

pr^ Bt wS?f dly di3int ^-ting cord granulate 
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coSST 1 " 9 diSpe " io " £ » Pharmaceutic,! 

SiK;.^: ss^sr- Mil - 

Czech. 

Czech., 5 pp. 
CODEN : CZXXA9 
Patent 
Czech 
1 



PATENT NO. 



KIND DATE 



AB 



APPLICATION NO 
CS 1983-1535 



DATE 



19830304 
food, 



CS 229045 B 19810514 

glycol (II) mol. wt . 1000-20 Sn ? S ?. d ? riV - ) P 01 ^ ethylene 
deriv.) M g stearate, Ti° 6 f ^ 



Pigments, flavors, and preservat^f stabili ^rs, dyes, 
nhf^n^ ...-^ ' Preservatives. Smnnhh ~ i „ _^ • 



optionally fillers, diluents, dispe 

preservative, 
• solvents and i 

typical coating dispersion was prepd 



obtained without ora cnhronf. ^ ■ , w " c -l<*sc 

substrate to H20.°TtS^ 



S ^^and elastic coating is 
ure of coated 



Searcher 



Shears 



308-4994 



IT 



IT 
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from II (mol. wt . = 6000) 1 6 t U r=> ~+- *. ~ 

and 600 mL H20. ' 14 ' Cd stear ate 0.45 g, 60 mL EtOH, 

9004-32-4 

RL: BIOL (Biological study) 

^^"^tical film coating contg.) 
64-17-5, biological studies 
RL: BIOL (Biological study) 

(Pharmaceutical fil m coating contg . hydrQxy ^ ^ 
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Two-phase nifedipine pharmaceutical formulation 
Hegasy Ahmed; Rupp, Roland; Raemsch Ss; 
Luchtenberg, Helmut ' 
Bayer A.-G. , Fed. R ep . G er. 
Ger. Of fen., 20 pp. 
CODEN: GWXXBX 
Patent 
German 
1 



PATENT NO. 



KIND DATE 



DE 3318649 
US 4562069 
NO 8401838 
NO 164817 
NO 164817 
EP 126379 
EP 126379 
EP 126379 

R: AT, 
AT 42198 
AU 8428060 
AU 564263 
ES 532515 
BE 899691 
FI 8401995 
FI 82376 
FI 82376 
DK 8402472 
DK 163278 
DK 163278 
JP 59222475 
GB 2139892 
GB 2139892 
ZA 8403769 
FR 2550092 
FR 2550092 
HU 34690 
HU 193287 
DD 222495 
CH 658190 
CS 250663 
IL 71871 
CA 1228550 



Al 19841122 

A 19851231 

A 19841122 

B 19900813 

C 19901219 

A2 19841128 

A3 19860709 
Bl . 19890419 
BE, CH, DE, FR, GB, IT, 

E 19890515 

Al 19841122 

B2 19870806 

Al 19850616 

Al 19841119 

A 19841122 

B 19901130 

C 19910311 

A 19841122 

B 19920217 

C 19920907 

A2 19841214 

Al 19841121 

B2 19870423 

A 19841224 

Al 19850208 

Bl 19871120 

O 19850429 

B 19870928 

A5 19850522 

A 19861031 

B2 19870514 

Al 19870731 

Al 19871027 



APPLICATION NO. DATE 

DE 1983-3318649 19830521 

US 1984-606104 19840502 

NO 1984-1838 19840508 



EP 1984-105235 19840509 



LI, LU, NL, SE 
AT 1984-105235 
AU 1984-28060 

ES 1984-532515 
BE 1984-212957 
FI 1984-1995 



DK 1984-2472 



JP 1984-97625 
GB 1984-12820 

ZA 1984-3769 
FR 1984-7731 

HU 1984-1934 

DD 1984-263172 
CH 1984-2465 
CS 1984-3770 
IL 1984-71871 
CA 1984-454635 



19840509 
19840516 

19840516 
19840517 
19840517 



19840517 



19840517 
19840518 

19840518 
19840518 

19840518 

19840518 
19840518 
19840518 
19840518 
19840518 
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PL 142890 
AT 8401648 
AT 390879 
PRIORITY APPLN . INFO. 

GI 



Bl 

A 

B 



19871231 
19900115 
19900710 



PL 1984-247744 
AT 1984-1648 

DE 1983-3318649 
EP 1984-105235 



19840518 
19840518 

19830521 
19840509 



N02 C02Me 




Me 

C02Me j 



AB 



IT 



JifeSpine ™) ?2i829 25 m :i eUtiC , al ° f * ^nation of a 

form, a cryst I LA ] pTf ■ 1 SXiStS in noncryst . 

cellulose [9004-67-5], hydroxypropyl 
cellulose [9004-64-2], or hydroxypropyl 
Me cellulose [9004-65-3] are used, as 

hK;; f H rmSr fA ThUS ' 10 g 1 is mixed w ith 40 g WP and 

dissolved m 60 g acetone and the soln. is 

granulated with a mixt. of microcryst 

cellulose 105, corn starch 20, and crosslinked 

PVP 10 g The entire mass is dried in a vacuum sieved and 

20^nHT in / ith crosslink ed PVP 14.6, corn search 

20 and Mg stearate 0.4 g. A 2nd mixt. of I 20, Scrocryst 

. cellulose 34.8, corn starch 12, and lactose io Cr ° CrySt 

g was granulated with a paste contg. 2 g corn 

dltlrt ™h water / nd l 9 ™een 80. The mass was 

dried and sieved and mixed with 0.2 g Mg stearate The 2 

KrSS^T" miX6d fUled ^ «P^" or comprised 

9003- 39-8 9004-64-2 9004-65-3 

9004- 67-5 

RL: BIOL (Biological study) 

/two-phase pharmaceutical granules contg. nifedipine 
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Patent 
Japanese 
: 1 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



Searcher 



Shears 



308-4994 
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JP 56053613 A2 iqcmRn 

GI hZ 19810513 j P 1979-128853 19791008 




I 



5 g Mg SaraSr ^ * ranulat ^ mixed with 

g wg stearate, and made into tablets (100 mg each). 

•L28 ANSWER 30 OF 30 CAPLUS COPYRICHT 9nno »po 
ACCESSION NUMBER : 197 6:437™J Li?r,q " 

DOCUMENT NUMBER: 85:37258 

Stable yeast and vitamin compositions for 

PATENT ASSIGNEE (S) : JerefSoduftf J^ 6 "? 633 

SOURCE- t Produ cts Co., Inc., USA 

Japan. Kokai, 8 pp. 

DOCUMENT TYPE: * JKXXAF 

LANGUAGE: jt^ n 

FAMILY ACC. NUM. COUNT- 1 
PATENT INFORMATION: 

PATENT NO. KIND DATF *™ T , 

____ U ^__ APPLICATION NO. DATE 

solid) with thiaSne ??9:«- y 8 T SL?? lMe y ?Jf Crea ° s 
(59-67-6), follo» e d bv d.hvdrI;Ji J !83 " 88 - 51 ' "d niacin 

• prapn. contg. <8% EO £"2,?" mi " <=°»1itio„ s to produce 
niacin ,„ d * ° ere T ^ d h ^/^""i-- 

7"";^"' ~11«K.~ to give trtlf 

IT &3U?£Zi££ ^"Sief Vl " g ' """'^"tingd ti.a of 10 
RL: BIOL (Biological study) 

(intoxication by, vitamin-yeast compn. for treatment of) 

^^^Z^^BIOSTS, EMBASE, W PI DS , CONFSCI, SCISEARCH, 



mm. 
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si? 



JICST-EP LUS, JAP IQ. ENTERED AT 10:08:07 ON 18 

i — © — knCrO -v 

LJU^QB^£ ^ L2 9 (3 DD AiCATF.fi REMOVED) 



18 APR 2002) 
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C2002-007357 

irl^it^J^T f ° rm citalopram 
prepared by direct compression, useful as a 
selective, centrally active serotonin reuptake 
inhrbztor with antidepressant properties^ 

™' P J LILJEGREN, K; NIELSEN, O; WAGNER S 
(LUND) LUNDBECK AS H K ' 13 

96 



PG 



W: 



KIND DATE WEEK LA 

W ° PS 01 ?!! 0 ! 1 * A2 "2001110ri200203)"EN _ ""l8" 

2 2 PT SD £ £ S TR 3 g ZW « » » « » » « 

2e DK Sm S? eJ EE° Ss ft gb rn S BY BZ ° A CH CN C0 C * ™ CZ 
KE KG KP KR KZ LC LK LR LS S ?S w HR H ° 10 IL IN 13 ™ 
NO NZ PL PT RO RU SD SE SG S ^ ^ M ° M ° MK MN MW m ^ 
UZ VN YU ZA ZW SI SK SL TJ ™ TR TT TZ DA UG US 

DE 20113195 Ul 20011115 (200203) 
AU 2001079591 A 20011107 (200219 
11 M 2002 °215 (200220) 

2353693 Al 20020122 (200221) 



EN 



APPLICATION DETAILS: 



PATENT NO KIND 


APPLICATION 




DE 20113195 Ul 
AU 2001079591 A 
FR 2812811 Al 
CA 2353693 Al 


WO 2001-DK520 
DE 2001-20113195 
AU 2001-79591 
FR 2001-10586 
CA 2001-2353693 


20010730 
20010809 
20010730 
20010808 
20010724 



FILING DETAILS: 

PATENT NO KIND 



PATENT NO 



AU 2001079591 A Based on 
PRIORITY APPLN 



INFO: 



AN 
AB 



DK 2000-1614 
20000810 
WPIDS 



WO 200180619 
20001027; DK 2000-1202 



2002-026101 [03] 
WO 200180619 A UPAB: 20020114 

H3-Idi m e? h yl°a m ? no U ^ rop d yl S f g J f?» c«Pri 8 e» Citalopram (RTM: 
isobenzof urancarooni?S and ^^"P 11 ^ 1 ) 3-dihydro-5- 
a mixture of cital^am base or a by dir6Ct com P^ssion of 

the mixture in a ha?d ge^tin capsule ^ 6XC1 P ients < or by fill ing 
DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for 



Shears 308-4994 



09/708581 

the following: 

(a) crystals of a salt of citalopram; and 

(b) manufacture of the crystals of a salt of 

citalopram comprising cooling a solution of the salt, seedincr with 
crystals of citalopram salt, holding at this temperature anS 
then controlled cooling to isolate the crystals P and 
conventionally. x*^j.b 

ACTIVITY - Antidepressant. 

MECHANISM OF ACTION - Serotonin reuptake inhibitor. 
art , „ E " ™ e ? osa 9 e is in the form of a tablet which 

with a a n t Lepre e s C san V t e ' pr C ^r r ?ies y ^ 

ADVANTAGE - The dosage form has a large particle size and can 
be prepared by direct compression. The process does not need f 
granulation step and a drying step 
Dwg.0/0 P ' 
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C2001-182645 

Composition for use in treating type 2 diabetes, 
comprises 5-chloro-lH-indole-2-carboxylic acid 
( (IS) -benzyl- (2R) -hydroxy-3- ( (3R, 4S) -dihydroxy- 
pyrrolidin-l-yl)-3-oxypropyl) amide in at least one 
concentration-enhancing polymer 
A96 B02 B07 • 

r AB So£U W n'' CREW ' M D; FRIESE N, D T ; HANCOCK, B 
*Ll£ ' ° A '' MACRI ' C; NIGHTINGALE, J A S; 
S HANKER, R M; MACRI, C A 

(BABC-I) BABCOCK W C; (CREW-I) CREW M D; (FRIE-I) 
FRIESEN D T; (HANC-I) HANCOCK B C; (LORE-I) LORENZ 
D A; (MACR-I) MACRI C; (NIGH-I) NIGHTINGALE J AS 
^SHAN-I) S HANKER R M; (PFIZ) PFIZER PROD INC 



PATENT NO KIND DATE 



WEEK 



LA 



PG 



WO 2001068092 A2 20010920 (200170)* EN 
RW: AT BE CH CY dk- n-o vt rr> „r 



W: 



NZ PL PT RO RU SD SE SG SI 
VN YU ZA ZW 
US 2001053791 Al 20011220 (200206) 



116 



GH 


GM 


GR 


IE 


IT 


KE 


LS 


LU 


MC 


UG 


ZW 
















BY 


BZ 


CA 


CH 


CN 


CO 


CR 


CU 


CZ 


GM 


HR 


HU 


ID 


IL 


IN 


IS 


JP 


KE 


MA 


MD 


MG 


MK 


MN 


MW 


MX 


MZ 


NO 


TJ 


TM 


TR 


TT 


TZ 


UA 


UG 


US 


UZ 



AU 2001040978 A 
APPLICATION DETAILS: 
PATENT NO KIND 



20010924 (200208) 



APPLICATION DATE 



WO 2001068092 A2 

US 2001053791 Al Provisional 

AU 2001040978 A 



WO 2001-IB389 
US 2000-190125P 
US 2001-808559 
AU 2001-40978 



20010316 
20000316 
20010314 
20010316 



Searcher 



Shears 308-4994 
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PATENT NO KIND 



PATENT NO 



AU 2001040978 A Based on 



WO 200168092 



20000316; US 2001-808559 



PRIORITY APPLN. INFO: US 2000-190125P 

20010314 
AN 2001-611381 [70] WPIDS 
AB WO 200168092 A UPAB: 20011129 

NOVELTY - A composition comprises: 

(a) an amorphous solid dispersion of 5-chloro-lH-indole-2- 
carboxylic acid (( IS) -benzyl- (2R) -hydroxy-3- ( (3R, 4S) -dihydroxy- 
pyrrolidxn-l-yl)-3-oxypropyl) amide (I) in concentration-enhancing 
polymer (II); and y 

(b) optionally, an additional concentration-enhancing polymer 
DETAILED DESCRIPTION - INDEPENDENT CLAIMS are included for the 

following: 

(1) a composition comprising an amorphous form of (I) and a 
concentration-enhancing polymer; and 

(2) a method of making a composition containing (I) in an 
aqueous-soluble concentration-enhancing polymer, comprising solvent 
processing, mechanical processing and/or thermal processing. 

ACTIVITY - Antidiabetic. 

MECHANISM OF ACTION - Hepatic glucose production inhibitor; 
glycogen phosphorylase inhibitors. 

Test details are described but no results are given. 

USE - The compositions are useful for treating type 2 diabetes 

ADVANTAGE - The compositions enhance the aqueous concentration 
m a use environment and the bioavailability of fl) 
Dwg.0/0 * 
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Microcrystalline cellulose 
granules, useful for the production of 
pharmaceutical tablets, are prepared by 
granulating in water and a 

water-miscible, volatile, polar solvent and 
sequential drying. . 
All A31 A96 B07 C07 

ERKOBONI, D F; SWERIDUK, C A; VLADYKA, R S 

(FMCC) FMC CORP 

93 



PATENT NO KIND DATE 



WEEK 



LA 



PG 



WO 2001034684 Al 20010517 (200138)* EN 25 

RW: AT BE CH CY DE DK EA ES FI FR GB GH GM GR IE 
MW MZ NL OA PT SD SE SL SZ TR TZ UG ZW 
W: AE AG AL AM AT AU AZ BA BB BG BR BY BZ CA CH 
DK DM DZ EE ES FI GB GD GE GH GM HR HU ID IL 
KP KR KZ LC LK LR LS LT LU LV MA MD MG MK MN 
PL PT RO RU SD SE SG SI SK SL TJ TM TR TT TZ 
ZA ZW 

2001014841 A 20010606 (200152) 



AU 



IT KE LS LU MC 



CN CR CU 
IN IS JP 
MW MX MZ 
UA UG UZ 



CZ 
KE 
NO 
VN 



DE 
KG 
NZ 
YU 
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APPLICATION DETAILS: 
PATENT NO KIND 



APPLICATION DATE 



WO 2001034684 Al 
AU 2001014841 A 

FILING DETAILS: 

PATENT NO KIND 



WO 2000-US31015 
AU 2001-14841 



PATENT NO 



20001109 
20001109 



AU 2001014841 A Based on 



WO 200134684 



19991112 



PRIORITY APPLN. INFO: US 1999-165121P 
AN 2001-367472 [38] WPIDS ±bbl21P 
AB WO 200134684 A UPAB: 20010711 

NOVELTY - Microcrystalline cellulose 

granules are prepared by granulating 

microcrystalline cellulose with a 

granulating fluid comprising water and a 

cellulose granules (I) are prepared by 

(a) granulating microcrystalline 
cellulose with a granulating fluid comprising 
water and a water-miscible, volatile, polar 
organrc solvent to provide a granul^eS 
microcrystalline cellulose; 

< b) dr ying the granulated microcrystalline 
cellulose at a controlled rate fnr * . 

irom granulated step (a); and 

water ( fromThI ing at 1 least a substantial portion of the 
ceSjlo^e ^ ranula ted microcrystalline 

An INDEPENDENT CLAIM is included for tablet* 
compr lsln g 5-80 wt . % microcrystalline cellule 

d'b rrLfcLLVLt 169 ^, 0 " 6 
ingredient and^TwtT ^^J^*^ « -tive 

rrr-^ i 7x, 6 m:Lcrocr ys talline cellulose 

SEES? {I) USSfUl f ° r thS Potion of pharmaceutical 
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C2001-065142 

Manufacture of a solid dosage form that rapidly 
dissolves in aqueous medium. 
A96 B02 B05 B07 C02 C03 C07 
MART AN I, R 

(NOVS) NOVARTIS CONSUMER HEALTH SA 
94 



PATENT NO KIND DATE 



WEEK 



LA 



PG 



WO 2001012161 Al 20010222 (200122)- EN 
RW: AT BE CH CY DR Y)K p. a ttq 



W: 



28 



YU ZA ZW 
AU 2000072757 A 

APPLICATION DETAILS; 

PATENT NO KIND 



FR 


GB 


GH 


GM 


GR 


IE 


IT 


KE 
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MC 


TZ 


UG 


ZW 
















BG 
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BY 
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UG 
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VN 



20010313 (200134) 



APPLICATION DATE 



WO 2001012161 Al 
AU 2000072757 A 

FILING DETAILS: 

PATENT NO KIND 



WO 2000-EP7934 
AU 2000-72757 



PATENT NO 



20000814 
20000814 



AU 2000072757 A 
INFO: 



Based on 



PRIORITY APPLN. 
AN 



WO 200112161 
19990817 



EP 1999-810738 
2001-218302 [22] WPIDS 
AB WO 200112161 A UPAB : 20010421 

T^nL" Ma ™ fact ^e of a solid dosage form that rapidly dissolves 
m aqueous medium comprises dispensing a powder or granulate 
moulds ° r °° ntainers ' ^acting, drying and removing from 

DETAILED DESCRIPTION - Manufacture of a solid dosage form that 
rapidly dissolves in aqueous medium comprises: 

(1) preparing a powder or granulate consistinq of all 

sjvzzrssi: solid dosage form and -<« ~ 

nf ^hi 2 L diSPenS K n ? an auxiliar y solvent or a solution or dispersion 
cLlttl VS SUb f anC ! ±n an auxili *ry solvent in moulds or 
cavities of a preformed storage container; 

placing an amount of compacted powder or granulate 

on top of the liquid in the moulds or cavities- 
removing the auxiliary solvent by applying a drying system; 

re ™> vj -ng the dried units from the moulds into a suitable 
storage container or sealing the cavities of the preformed container 
intended for storage of the solid dosage form container 
th.t ^ ™? EPENDENT CLAIM is also included for a solid dosage form 
that rapidly dissolves in water comprising (i) an active 



from 



and 



(3) 
(1) 
(4) 

(5) 
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drvin^T^ T Pr ° CeSS aV ° idS C0Stl * * nd time consuming freeze 
drying steps gives a uniform content of active agent anl 
tablet weight, allows easy upscaling of process and avoids 
moisture uptake during storage. avoids 
Dwg.0/0 
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WPIDS COPYRIGHT 2002 DERWENT INFORMATION LTD 
2000-442267 [38] WPIDS 
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Stabilized antiviral 9-{2- 

( (bis ( (pivaloyloxy ) methyl ) phosphono ) methoxy ) ethyl ) a 
Sn02 COmPOSitiOn contain s an alkaline excipient. 
DAHL, T C; YUAN, L J 

(GILE-N) GILEAD SCI INC 
91 



W: 



PATENT NO KIND DATE WEEK LA PG 

WO 2000035460 A2 20000622 (200038)* EN~~~~50~ 

RB: £ 11 S S £ se S S 5 E S GH GM GR IE IT KE ts » MC 
| S S £ SS S gh gm £ „ B 5 S S S S S S S kp 2 3 

SD SE Se" S? SK % T T S ™ " G MK MN MW MX NO % PL S RO RU 

EP 1140114 A2 20011010 (200167) EN 

R: n£ ro se £ ° E ° K ES " FR GB GR IE IT LI LT LU LV MC MK 

BR 9916820 A 20011030 (200173) 
KR 2001080765 A 20010822 (200213) 



APPLICATION DETAILS: 
PATENT NO KIND 



APPLICATION DATE 



WO 2000035460 A2 
AU 2000023613 A 
EP 1140114 A2 

BR 9916820 A 

KR 2001080765 A 

FILING DETAILS: 



WO 1999-US29626 
AU 2000-23613 
EP 1999-967310 
WO 1999-US29626 
BR 1999-16820 
WO 1999-US29626 
KR 2001-707531 



19991214 
19991214 
19991214 
19991214 
19991214 
19991214 
20010615 



PATENT NO KIND 



PATENT NO 



AU 2000023613 A Based on 
EP 1140114 A2 Based on 



WO 200035460 
WO 200035460 



Shears 308-4994 



09/708581 



BR 9916820 
PRIORITY APPLN, 



A Based on 



WO 200035460 



19981215; US 1998-112403P 



INFO: US 1998-211613 
19981215 
AN 2000-442267 [38] WPIDS 
AB WO 200035460 A UPAB: 20000811 

NOVELTY - Alkaline excipients (II) are used in 9-(2- 

f ormuliKons° y Y > P hos P hon o) methoxy ) ethyl ) adenine ( I , 

Q io ^ AI ^ D , DESCR ""ON - Composition comprises 

ai*^ (I) 
INDEPENDENT CLAIMS are included for the following. 
1 a Product produced by contacting <l) with (II j; 

Stvttv tho ^. com ?^ isin g contacting (I) with (II). 
ACIIVITY - Vrrucide; anti-HIV 

lnn,i ME S HANI K M ° F ACTI ° N " stabilizes (I, by adjusting the 

fetation 0 " rSdUCin9 the rate ° f (I) degradation prodJc? 

USE - (I) has antiviral activity against e a HIV hrv pmu 
and may be for human or veterinary use CMV 

at roir ANTAGE Z Addition of <"> t° (i) formulations permit storage 
at room temperature with a reduced or eliminated requirement for 
packagxng aids such as silica gel or activated carbon ?he 

it l^asi ^'vears'at 9 SUff \ Cient lability to retain a shelf-lS If 
dc least z years at room temperature. 

ac in t Com P°™te> CaC03, MgC03, ZnC03 and CaHP04 were incorporated 
tL z /^Tl^ exci P ient s in (I) formulations. The Agurl dZicts 

CaHP04 showed no significant improvement on the stabilitv of m 
compared to the control formulation stability of (I) 

Dwg. 1/2 
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Oral pharmaceutical formulation containing 
omeprazole has coating of omeprazole and specified 
amount of globular form fine granule like 

an?!^ PartS \ ith P 01 *^! alcohol, intermediate 
and enteric coating layer 
A96 B02 

HSIEH, P; HSU, T; WANG, Y; SHIE, P; SHIU T 
3 



PATENT NO KIND DATE 



WEEK 



LA 



PG 



Searcher : Shears 308-4 994 
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JP 2000212085 A 
AU 2000013541 A 
TW 404832 A 

APPLICATION DETAILS: 

PATENT NO KIND 



20000802 (200058) * 
20000907 (200058) 
20000911 (200129) 



APPLICATION 



DATE 



JP 2000212085 A 
AU 2000013541 A 
TW 404832 A 



JP 2000-18494 
AU 2000-13541 
TW 1999-101259 



20000127 
20000124 
19990127 



PRIORITY APPLN. INFO: TW 1999-101259 19990127 

AN 2000-604769 [58] WPIDS 

AB JP2000212085 A UPAB: 20001114 

NOVELTY - Oral formulation of omeprazole involves coatinq 26-50 
weight/weight% (W/W %) of enteric layer on 32-601 W/W % of 
intermediate layer on fine nuclear globules of omeprazole. 6-12 W/W 
* of fine globular is obtained by coating 7.5-145 W/W % of 
omeprazole with 0.1-7 W/W % of poly vinyl alcohol 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for 
the following: (i) manufacture of oral formulation of omeprazole by 
suspending omeprazole in polyvinyl alcohol aqueous solution or in 
mixture of water and ethanol . The obtained 

compound is sprayed in the form of fine globules with addition of 
sucrose, lactose, starch or saccharides or micro 
crystalline cellulose to form a drug layer. The 
drug^ layer is coated with a binder and a sherardizing material 
continuously to form as a single layer or multiple intermediate 
coating layer. Subsequently, the enteric layer is coated and molded 
in ^V e ! '* Ul) a ca P sule formed by filling the obtained pellets; 
and (in) a tablet obtained by compressing the pellets. 

USE - For formulating enteric coated omeprazole useful for 
treating duodenal ulcer. 

ADVANTAGE - The oral formulation containing omeprazole has lonq 
period storage stability. g 
Dwg.0/1 
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TITLE: Efavirenz compressed tablet formulation 

for use in the treatment of HIV infections and 
AIDS. 

DERWENT CLASS: A96 B02 B07 

PATENT^A^TrMRF ( c: \ U; HIGGINS ' R ^ KATDARE, A V; THOMPSON, K C 

PATENT ASSIGNEE(S): (MERI) MERCK & CO INC; (BATR-I ) BATRA U; (HIGG-I) 

COUNTRY COUNT: " * A V 

PATENT INFORMATION: 

PATENT NO KIND DATE WEEK LA PG 



WO 9961026 Al 19991202 (200010)* EN 31 

RW: AT BE CH CY DE DK EA ES FI FR GB GH GM GR IE IT KE LS LU MC 
MW NL OA PT SD SE SL SZ UG ZW 

W: AE AL AM AU AZ BA BB BG BR BY CA CN CU CZ EE GD GE HR HU ID 



Searcher : Shears 308-4994 



09/708581 

™ ™ I s JP KG KR KZ LC LK LR LT LV MD MG MK MN MX NO NZ PL 
RO RU SG SI SK SL TJ TM TR TT UA US UZ VN YU ZA 

AU 9942010 A 19991213 (200020) 

EP 1083901 Al 20010321 (200117) EN 

R: ro se s? ° Y ° E ° K ES FI FR GB GR IE IT LI LT LU LV MK NL 

US 2001014352 Al 20010816 (200149) 



APPLICATION DETAILS: 
PATENT NO KIND 



APPLICATION 



DATE 



WO 9961026 
AU 9942010 
EP 1083901 



Al 

A 

Al 



US 2001014352 Al Provisional 



FILING DETAILS: 



WO 1999-US11464 
AU 1999-42010 
EP 1999-925793 
WO 1999-US11464 
US 1998-86921P 
US 1999-312617 



19990524 
19990524 
19990524 
19990524 
19980527 
19990517 



PATENT NO KIND 



PATENT NO 



AU 9942010 
EP 1083901 



A 
Al 



Based on 
Based on 



WO 9961026 
WO 9961026 



PRIORITY APPLN. INFO: 



US 1998-86921P 
19990517 



GB 1998-15800 19980721; 
19980527; US 1999-312617 
AN 2000-116326 [10] WPIDS 
AB WO 9961026 A UPAB: 20000228 

NOVELTY - A compressed tablet comprises efavirenz, 
filler/disintegrant, superdisintegrant , binder, surfactant, 
diluent/compression aid, lubricant and solvent. Efavirenz is 50 wt % 
of compressed tablet's total composition 

DETAILED DESCRIPTION - An INDEPENDENT CLAIM is also included 

2Ki\ Pr ° CeSS f ° r the P re P aration of a 50% drug loaded compressed 
tablet comprising: 

(a) blending efavirenz with a filler/disintegrant, 
superdisintegrant, binder and surfactant; 

(b) adding 1.1 wt . % water per weight of efavirenz to 
wet granulate the blended mixture to agglomerate the 
mixture; 

(c) drying the granulated mixture to a moisture 
content of 0 - 10%; 

(d) milling the dried mixture to granulate to a 
uniform size; 

(e) blending the milled mixture with a filler/compression aid; 
f lubricating the blended mixture with a lubricant; and 

* ki l g K c <fP ressin 9 the lubricated mixture to a compressed 
tablet of desired shape. 

ACTIVITY - Anti-HIV. 

MECHANISM OF ACTION - Inhibitor. 
f 4-u SE L~ Efav irenz compressed tablet formulation is used 
tor the treatment of HIV infections and AIDS 

ADVANTAGE - The formulation is bioequivalent to a capsule with 
a smaller dose (200 mg) and more bioavailable than other 
tablet compositions. It has the advantages of robust 
processing and sorting steps, smaller size with larger dose and 



Searcher 



Shears 



308-4994 



09/708581 



market preference. The tablet composition overcomes l wa 
01 crystallmity of efavirenz by adding the lactose ext 
granularly while maintaining dissolution profile 
Dwg.0/0 
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Pharmaceutical composition containing levothyroxine 

sodium used for thyroid hormone therapy 

B05 ^ J * 

NISCHWITZ, M; SCHREDER, S; NISHWITZ, M 

(MERE) MERCK PATENT GMBH 

87 



PATENT NO KIND DATE 



WEEK 



LA 



PG 



WO 9959551 
RW: AT BE 
MW NL 
W: AE AL 
FI GB 
LR LS 
SI SK 
DE 19821625 
AU 9939321 
BR 9910445 
NO~2000005758 
EP 1077681 

R: AT BE 
SI 

CZ 2000004201 
SK 2000001689 
CN 1301148 
AU 742382* 
HU 2001002125 



Al 19991125 (200004)* GE 17 
CH CY DE DK EA ES FI FR GB GH GM 
OA PT SD SE SL SZ UG ZW 
AM AT AU AZ BA BB BG BR BY CA CH 
GD GE GH GM HR HU ID IL IN IS JP 
LT LU LV MD MG MK MN MW MX NO 
SL TJ TM TR TT UA UG US UZ VN 
CI 20000105 (200006) 
A 19991206 (200019) 
A 20010102 (200104) 
A 20001114 (200109) 
Al 20010228 (200113) 



NZ 
YU 



GR IE IT KE LS LU MC 

CN CU CZ DE DK EE ES 
KE KG KP KR KZ LC LK 
PL PT RO RU SD SE SG 
ZA ZW 



. GE 

CH DE DK ES FI FR GB GR IE IT LI 

A3 20010314 (200117) 

A3 20010409 (200131) 

A 20010627 (200158) 

B 20020103 (200209) 

A2 20011128 (200209) 



LT LU LV NL PT RO SE 



APPLICATION DETAILS 
PATENT NO 



KIND 



WO 9959551 Al 

DE 19821625 CI 

AU 9939321 A 

BR 9910445 A 

NO 2000005758 A 

EP 1077681 Al 

CZ 2000004201 A3 

SK 2000001689 A3 

CN 1301148 A 
AU 742382 B 
HU 2001002125 A2 



APPLICATION 


DATE 


WO 


1999 


-EP3087 


19990505 


DE 


1998 


-19821625 


19980515 


AU 


1999 


-39321 


19990505 


BR 


1999 


-10445 


19990505 


WO 


1999- 


-EP3087 


19990505 


WO 


1999- 


-EP3087 


19990505 


NO 


2000- 


-5758 


20001114 


EP 


1999- 


-922182 


19990505 


WO 


1999- 


-EP3087 


19990505 


WO 


1999- 


-EP3087 


19990505 


CZ 


2000- 


-4201 


19990505 


WO 


1999- 


■EP3087 


19990505 


SK 


2000- 


■1689 


19990505 


CN 


1999- 


806175 


19990505 


AU 


1999- 


39321 


19990505 


WO 


1999- 


EP3087 


19990505 
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PATENT NO 



HU 2001-2125 



KIND PATENT NO 



19990505 



AU 9939321 A 
BR 9910445 A 
EP 1077681 Al 
CZ 2000004201 A3 
SK 2000001689 A3 
AU 742382 B 

HU 2001002125 A2 



Based on 
Based on 
Based on 
Based on 
Based on 
Previous Publ , 
Based on 
Based on 



WO 9959551 
WO 9959551 
WO 9959551 
WO 9959551 
WO 9959551 
AU 9939321 
WO 9959551 
WO 9959551 



AB 



PRIORITY APPLN. INFO : DE 1998-19821625 19980ST R 
AN 2000-053189 [04] WPIDS ™ Z±bZb 19980515 
WO 9959551 A UPAB: 20000124 

for th D e T product D fon R of T Si: t An ™ DEPENDENT CLAIM is also included 
optionally (S) containing (I) and 

AWANtIgI C °X Siti ° n L l usefu:L for thyroid hormone therapy. 

have a sile of^ ^ ln . Vlt ^° releas e of (I) when 95% of particles 
methanol is used in place of water to prepare 
SS5 0/0 g * ° Und6r 6 ° % relativ e humidity. 
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i.y99-601294 [51] WPIDS 

C1999-174993 

Oral stable fixed dose composition useful for 

=^ V k ^ g and minimi2 ing adverse effects of 

antibiotics e.g. diarrhea. 

B02 

BANSAL , Y K; KHAMAR, B M; MODI, R I 

!!S Y K '' (CADI - N) CADILA P^ARM E A LTD; 
(KHAM-I) KHAMAR B M; (MODI-I) MODI R I 



PATENT NO ^ KIND DATE WEEK LA PG 

WO 9949875 Al 19991007 (199951)"*"^ 30" 

£ 11 S il se S D ? S S FI FE GB G " GM GR IE » « » » « 



Shears 308-4994 



09/708581 

^ UA J? OZ SS CN CU CZ EE GE GH ID ^ KE LT LV MD MW RO SD 

EP 99829S 56 ^ 19 " 1018 (20001 °> 

£.P 998295 A l 20000510 (200027 EN 

* « B, C„ CV 0 E „K ES „ FE GR IE „ u „ „ LV „ „ Ro 



APPLICATION DETAILS: 
PATENT NO KIND 



APPLICATION 



WO 9949875 
AU 9864156 
EP 998295 



FILING DETAILS: 



DATE 



Al 

A 

Al 



WO 1998-IB445 
AU 1998-64156 
EP 1998-909680 
WO 1998-IB445 



19980403 
19980403 
19980403 
19980403 



PATENT NO 



AU 9864156 
EP 998295 



™_ PATENT NO 



A Based on 
Al Based on 



WO 9949875 
WO 9949875 



AN 
AB 



19980327; GB 1998-6489 



PRIORITY APPLN. INFO: LK 1998-16445 

19980327 
1999-601294 [51] WPIDS 

WO 9949875 A UPAB: 19991207 

NOVELTY n i j-^-^-l^u/ 

«ti W£ .•^•^ c S^SS" ?S .«*r 1 -« .t W one 

3-36 months. Y etfects and the composition remains stable for 

ACTIVITY - Antidiarrheic. 
MECHANISM OF ACTION - Th a *. • • 
growth of the pathogens that arTl^lT^f^ 3 inhibit the 
provided by the composition replaced by the pathogens 

m icr 0 -o\\a"nIs:s\Tus\1i 1 °\ 0 T^ v t \ 0n ° f "tibiotica and 
effects of the antibiotics e o T ^ miniraizi ng adverse 

and mega colon. dlarr hea, pseudomembranous colitis 

anti-L D fSve E age^^hls^o^Tfrf ^ ^nisms with 

the two components minimi z the s id. l4 t^' The filiation of 
agents resulting from destrucSon/^teraM ^ f the """infective 
composition provides organisms at tit 7 ° n ° f n ° rmal fl °ra. The 
Dwg.0/0 y usms at the desired site. 
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S" tion of antiulcer tablets 
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Searcher 



Shears 



308-4994 
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PATENT NO KIND DATE WEEK LA PG 

RU 2131264 CI 19990610 (200028)* 
APPLICATION DETAILS: 



PATENT NO KIND 
RU 2131264 CI 



APPLICATION 
RU 1996-111056 



DATE 

19960604 



PRIORITY APPLN. INFO: RU 1996-111056 19960604 

AN 2000-326763 [28] WPIDS 

AB RU 2131264 C UPAB: 20000613 

NOVELTY - Preparation of antiulcer tablets 

DETAILED DESCRIPTION - Composition for preparing an antiulcer 
agent as tablets has the following components, wt.-%- 
ranitidine, 53.3-59.4; polyvinylpyrrolidone, 1.4-2.0; 
magnesium stearate, 0.5-1.2; and microcry stall ine 
cellulose, the balance. Tablets of the new agent 
are prepared by mixing powder-like ranitidine and 
microcrystalline cellulose. Mixture is wetted with 
polyvinylpyrrolidone an aqueous-alcohol solution followed bv 
wetting granulation at polyvinylpyrrolidone an 
aqueous-alcohol solution spraying over fluidized mass 
Granulate is dried, powdered with magnesium stearate and 
tabletted. Components mixture is wetted at 25-32 deg. C in the 
boiling layer and granulate is powdered at 30-36 deg. C 
For components mixture wetting 5-6-% solution of 
polyvinylpyrrolidone in the mixture of water and 
96% ethyl alcohol at ratio 1: (3.4-5.0) is used. 
Tablets of an antiulcer agent provide high bioavailability 
of ranitidine. New method of tablets preparing is carried 
out in a single unit that ensures to exclude the stag e of dry 
granulation . y y 

USE - Medicinal industry, pharmacy, 
drug ADVANTAGE " Simplified technology, enhanced availability of 
Dwg. 0/0 
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SUGAR-COATED TABLET 

TATESHIMO KENGO; NAKAGAWA YASUO; YAMAZAKI 
TAKASHI 

TAISHO PHARMACEUT CO LTD, JP (CO 000281) 



PATENT NO KIND 
JP 11116467 A 



DATE ERA MAIN IPC 

19990427 Heisei (6) A61K009-28 



JP 



APPLICATION INFORMATION 

ST19N FORMAT: JP1997-276050 19971008 

ORIGINAL: JP09276050 Heisei 

S0URCE: PATENT ABSTRACTS OF JAPAN (CD-ROM), Unexamined 

Applications, Vol. 99, No. 4 



Searcher : Shears 308-4994 



09/708581 



AN 
AB 



1999-116467 JAPIO 

PURPOSE :' TO BE SOLVED: To obtain a sugar-coated tablet 

capable of decreasing the amount of a coated sugar, reducing the 

size and expressing an excellent tablet strength by 

applying a membrane comprising a polymer capable of being dissolved 
m both water and a lower alcohol to a sugar-coated 
tablet . 

CONSTITUTION: sugar-coated tablet comprises a 

sugar-coated tablet whose surface is covered with a 

membrane comprising a polymer {preferably 

hydroxypropylcellulose or polyvinyl 

pyrrolidone) capable of being dissolved in both 

water and a lower alcohol (especially preferably 

ethanol) . The weight ratio of the membrane comprising the 

polymer is preferably 0.1-2 wt . % based on the total amount of the 

sugar-coated tablet covered with the membrane. A bare 

tablet to be coated with a sugar is preferably prepared e.g 

by mixing lactose, crystalline cellulose or the 

like as an excipient, if necessary, with a medicine and the like, 
and subsequently granulating the mixture. The sugar- 
coated tablet thereby permits to remarkably reduce the 
amount of the sugar coating, especially an intermediate layer, (by 
-ltoreq.40% based on the total amount of the bare tablet), 
or omit the sugar coating, to reduce the size of the tablet 
and to expect an excellent administration touch. 
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WPIDS COPYRIGHT 2002 DERWENT INFORMATION LTD 
1997-271725 [24] WPIDS 
1997-246180 [22] 
C1997-087323 

Pharmaceutical composition, in tablet 

form, for stimulating growth hormone release - 

comprises N- [1 <R) - [ (l, 2-di hydro-l-methane- 

sulphonyl-spiro [3H-indole-3, 4 ' -piperidin] -1 ■ - 

yl) carbonyl] -2- (phenyl -methoxy) ethyl] -2-amino-2- 

methyl-propan-amide as active agent. 

A96 B02 C02 

M; DRAPER, J P; DUBO'ST, 
D E; DRAPER, J; DUBOST, 



ASGHARNEJAD, 
M J; STOREY, 
STOREY, D 
(MERI) MERCK 
74 



D C; KAUFMAN, 
D; KAUFMAN, M; 



& CO INC 



PATENT NO KIND DATE 



WEEK 



LA 



PG 



WO 



AU 
EP 

JP 
US 



KE LS LU MC MW NL OA 



EE 
NZ 



GE 
PL 



HU IL 
RO RU 



9715191 Al 19970501 (199724)* EN 92 
RW: AT BE CH DE DK EA ES FI FR GB GR IE IT 
PT SD SE SZ UG 
W: AL AM AU AZ BA BB BG BR BY CA CN CU CZ 
KR KZ LC LK LR LT LV MD MG MK MN MX NO 
TJ TM TR TT UA US UZ VN 
9675228 A 19970515 (199736) 

Al 19980812 .(199836) EN 
CH DE DK ES FI FR GB GR IE IT LI LU NL PT SE 
W 19991130 (200007) 86 
A 20000926 (200051) 



857020 

R: AT BE 
11513989 
6123964 



IS 
SG 



JP 
SI 



KG 
SK 
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APPLICATION 


DATE 


WO 9715191 


Al 




WO 1996-US17196 


19961023 


AU 9675228 


A 




AU 1996-75228 


19961023 


EP 857020 


Al 




EP 1996-937761 


19961023 








WO 1996-US17196 


19961023 


JP 11513989 


W 




WO 1 996-U91 7 1 96 


1 QQ61 09 7 


US 6123964 






JP 1 997- SI 6R4 1 


1 QQCI 09 *3 


A 


Provisional 


US 1995-5897P 


1 QQR1 097 






Provisional 


US 1995-5901P 


19951097 

JL *f *s »J -L \J I 








WO 1996-US17196 


19961023 








US 1998-66469 


19981027 


FILING DETAILS: 










PATENT NO 


KIND 




PATENT NO 




AU 9675228 


A 


Based on 


WO 9715191 




EP 857020 


Al 


Based on 


WO 9715191 




JP 11513989 


W 


Based on 


WO 9715191 




US 6123964 


A 


Based on 


WO 9715191 





PRIORITY APPLN. INFO: 



GB 1996-3834 19960223; 
19951027; US 1995-5901P 
19960216; US 1998-66469 
WPIDS 



US 1995-5897P 
19951027; GB 1996-3238 
19981027 



AN 1997-271725 [24] 
CR 1997-246180 [22] 
AB WO 9715191 A UPAB: 19970612 

Pharmaceutical composition comprises: 

(a) 0.1-50 weight% of N- [1 (R) - r ( l, 2-dihydro- 
lmethanesulphonylspiro [3H-indole-3 / 4 ' -piperidin] -1 ' -yl) carbonyl] - 
2 (phenylmethoxy) ethyl ]-2-amino-2-methyl-propanamide (I), or its 
salt, as active ingredient, 

(b) 0-77 weight% of a binder/diluent selected from 
hydroxypropyl methylcellulose, hydroxypropyl 
cellulose, pregelatinised starch and 
polyvinylpyrrolidone, 

(c) 0-77 weight% of a first diluent selected from lactose, 
microcrystalline cellulose, calcium phosphate 

dibasic, mannitol, powdered cellulose and pregelatinised 
starch, 

^ (d) 0-77 weight% of a second diluent selected from lactose, 
mannitol, microcrystalline cellulose, calcium 
phosphate dibasic, mannitol, powdered cellulose and 
pregelatinised starch, 

(e) 0-6 weight% of a disintegrant selected from 
microcrystalline or croscarmellose sodium, 

(f) 0-5 weight % of a lubricant selected from magnesium 
stearate, calcium stearate and stearic acid. 

The sum of components (a) -(f) is at most 100 weight% . 
Also claimed are: 

(1) the preparation of a tablet containing (I) or its 
salt, comprising: 

(i) forming a powder blend of (I) with a binder/diluent, first 
and second diluents and a first portion of a disintegrant, 

(ii) wet granulating the powder blend with a solution 
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of ethanol /water to form granules, 

(iii) drying the granules to remove the 
ethanol /water, 

(iv) adding a second portion of disintegrant , 

(v) lubricating the granules and 

(vi) compressing the dried granules into 
tablet form, and 

(2) an amorphous form of (I) methanesulphonate (la). 

USE - (I) (which is disclosed in US5536716) is a growth hormone 
secretagogue which stimulates the release of growth hormone in 
humans and animals. It may be used to render production of edible 
meat products and milk more efficient. In humans it may be used to 
treat physiological/medical conditions characterised by a deficiency 
m growth hormone secretion and to treat medical conditions which 
are improved by the anabolic effects of growth hormone. (I) may be 
used m treatment of, e.g. growth retardation (and associated 
conditions such as obesity) , aging, catabolic side effects of 
glucocorticoids, osteoporosis, wounds, bone fractures, acute/chronic 
renal failure or renal insufficiency, Noonan's syndrome, 
schizophrenia, depression, Alzheimer's disease, pulmonary 
dysfunction, malabsorption syndromes, gastric ulcers, 
hyperinsulinaemia, age-related decline of thymic function, immune 
deficiency, cachexia and protein loss due to chronic illness such as 
AIDS or cancer, fertility problems and stress-related disorders 
Dwg.0/0 
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PATENT NO 



KIND 



DATE 



ERA 



MAIN IPC 



JP 09301991 A 



JP 



19971125 



Heisei (6) C07H017-04 



APPLICATION INFORMATION 
ST19N FORMAT: 
ORIGINAL: 

SOURCE: 



AN 
AB 



JP1996-142320 19960514 
JP08142320 Heisei 

PATENT ABSTRACTS OF JAPAN (CD-ROM), Unexamined 
Applications, Vol. 97, No. 11 

1997-301991 JAPIO 

PURPOSE: TO BE SOLVED: To obtain a cancer metastasis inhibitor low in 
toxicity, effectively and safely usable, comprising bafilomycin 
having inhibitiory action on cancer metastasis prepared by culturing 
a bacterium belonging to the genus Streptomycin as an active 
ingredient . 

CONSTITUTION: filomycin derivative of formula I (R is a residue of 
formula II, etc.) separated from a culture solution obtained by 
culturing a bacterium belonging to the genus Streptomyces is used as 
an active ingredient, is mixed with an excipient such as lactose, 
kaolin or crystal cellulose, a binder such as 
water, ethanol or methyl 

cellulose, a disintegrant such as dried starch, 
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sodium alginate or monoglyceride stearate, a disintegration 
inhibitor such as saccharose or cacao butter, an absorption promoter 
such ^ as sodium lauryl sulfate, a humectant such as glycerol, a 
lubricant such as stearate and pharmaceutically manufactured into a 
dosage form such as tablet, powder, solution, emulsion, 
granule, capsule, suppository, injection, etc., to give the 
objective cancer metastasis inhibitor. 
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B.C. Hancock, Pharmaceutical Research Department, 
Merck Frosst Canada Inc., PO Box 1005, Pointe-Claire, 
Que. H9R 4P8, Canada 

International Journal of Pharmaceutics, (1997) 156/2 
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ISSN: 0378-5173 CODEN: IJPHDE 
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Netherlands 
Journal; Article 
037 Drug Literature Index 

039 Pharmacy 
English 
English 

Several excipients and their formulations were equilibrated at 
relative humidities and temperatures selected to simulate typical 
pharmaceutical storage and processing conditions. Three different 
water detection techniques - loss on drying, Karl Fischer 
coulometry and an automatic moisture balance, were used to determine 
the moisture content of these systems. The excipients all possessed 
very different water sorption tendencies, as did their 
formulations. Isothermal water sorption by the dry blends, 
granules and tablets of each formulation was 
identical, suggesting that the processes involved in tablet 
manufacturing did not affect the water sorption behavior. 
Accurate water content predictions for the formulations 
were possible by adding the contribution of water from 
each excipient. Such predictions may be helpful for defining upper 
and lower water content specifications and storage 
conditions for excipients and their formulations. 
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COUNTRY : 
DOCUMENT TYPE: 
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LANGUAGE : 
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AB 
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JP 06279286 A 19941004 (199444)* 3 
APPLICATION DETAILS: 

PATENT NO KIND APPLICATION 
JP 06279286 A jp 1993-67191 



DATE 

19930326 



PRIORITY APPLN. INFO: JP 1993-67191 19930326 

AN 1994-354639 [44] WPIDS 

AB JP 06279286 A UPAB: 19941223 

Prepn. comprises 2 , 6-dimethyl-4- (3-nitrophenyl ) -1, 4-dihydropyridine- 
3, 5-dicarboxylic acid 3- (3-nitrooxypropyl ) ester 
5-(2-nicotinoylaminoethyl) ester (1) and water soluble 
organic acid surface coated with excipient. 

Pref. water soluble organic acid is e.g. tartaric 
acid, succinic acid, citric acid, fumaric acid, maleic acid or 
ascorbic acid. The excipient is e.g. sugar, lactose, starch 
or crystalline cellulose. The amt . of cpd. (1) 
is 10-40 wt.% and the amt. of water soluble organic acid 
is 10-80 wt.%. The amt. of excipient to water soluble 
organic acid {1 pt . ) is 0.5-2 pts. The formulation is 
granules, capsules, powder or tablets. 

USE/ADVANTAGE - Stability of the solid prepn. is 
maintaining its solubility and absorbability. 

In an example, sample capsule (A) contg. cpd. (1) and control 
capsule (B) were sealed in vials and kept at 50 deg.C for 2 weeks. 
Then, the contents were extracted with methanol, and 
centrifuged. The supernatants were measured by HPLC to give a 
recovery ratio of cpd. (1) (98.9%) and the control (66.4%). 
Dwg.0/2 
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PATENT NO KIND DATE WEEK LA 

JP 05032542 A 19930209 (199311)* 



PG 
6 



APPLICATION DETAILS: 
PATENT NO KIND 
JP 05032542 A 



APPLICATION 
JP 1991-186304 



DATE 

19910725 



PRIORITY APPLN. INFO: JP 1991-186304 19910725 
AN 1993-088584 [11] WPIDS 
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AB JP 05032542 A UPAB: 19931122 

Tablet is composed of (1) coated granule and (2) 
crystalline cellulose with 0.3cm3/g or more of 

porous grains with a dia. of 0.01 microns or more and specific 
surface area of 20 m2/g or more. Material for the coat of 
granule is cellulose (e.g, ethylcellulose, 
hydroxypropyl methylcellulose phthalate or 
carboxymethylethyl cellulose) or acryl polymer (ea 
Eudragid RS (RTM) . y "' 

- ki ^ ^ /ADVANTAGE - The cellulose gives good formation of 
tablet with no breaking of coat. 

In an example, pure water (700g) was added to a 
mixt.of theophylline (300g) , crystalline cellulose 

g and lactose (350g) and formed into crude granules 
(900g). Ethyl cellulose, hydroxypropyl 

methylcellulose and triacetin (8:1:1) {10 wt . %) contained 
in ethanol and methylene chloride (1:1) was coated over 
the crude granules to form coated granules. 
Coated material was 15 wt. % of the crude granule. The 
coated granule (70%), crystalline 

cellulose A: (28.5%), Ac-Di-Sol (RTM) (1.0%) and magnesium 
Dwg a 0/0 8 f ° rrned int0 a table of 12mm di *. and 600 
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(TAKS) TAKASAGO PERFUMERY CO LTD 
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PATENT NO KIND DATE WEEK LA PG 

JP 04295430 A 19921020 (199248)* 6~ 
APPLICATION DETAILS: 

PATENT NO KIND^ APPLICATION 

JP 04295430 A Jp"l991-82874 ' 



DATE 

19910325 



PRIORITY APPLN. INFO: JP 1991-82874 19910325 

AN 1992-395349 [48] WPIDS 

AB JP 04295430 A UPAB: 19931116 

Anti-tumour agents contg. as active component a ppte. which is 

C«™ ±S^^ d8rmiS ° f a Pla ^ Car ^ (JuglanSaceae , e.g. 

Carya xllinoensis, C. pecan, by extraction with a polar solvent and 
heating the extract in an acidic condition, are new solvent and 

The crushed nuclear derimis of Carya is pref. extd. with a 
polar solvent e.g. water, MeOH, EtOH, n-PrOH, i-PrOH 
acetone, at room temp, for 24-120 hrs. The extract is 
evaporated in vacuo or lyophilised; the residue or lyophilizate is 
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binder, e.g. CMC, *d SEi^ 01 ' 

M' J "? callulo =*' CMC -Ca/ lubricant. tegrat ° r ' 

cell) to prolong lifespaS ^ V ^ w from /uinan promyelocytic leukemia 
action is observed IS ae ^ k ! toxicit y- N ° antimicrobial 
parenteral^ (s!c ,' i m Tv ? ^ lnistered orally or 

tablets, capsules, ' g ^ u i es ; V ii q : e p r e a pn y) " ln ^ Ction ' Powder, 

"?)' o^ ?5^0 Si mg °1p e Le a nte a raira e d a O i ° f 

wt.) 9 iparenteral) a day for an adult (50 kg body 

Dwg.0/1 
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amplications, e.g. cataracts, r.tinijs „e"e 
DERWENT CLASS- aJJ ' °* "™ 1 d "«"«= • 

PATENT INFORMATION: 

PATENT NO KIND DATE WEEK LA 



PG 

JP 04139179 A 19920513~(199226^ 12" 
APPLICATION DETAILS: 



PATENT NO KIND 
JP 04139179 A 



APPLICATION DATE 

JP 1990-260435 19901001 



AB JP 04139179 A UPAB: 19931006 



a=et» y , E2 , nd = H or B et n „4. R R 3 a a„ d d R R5-.°S: cl^et^ or 
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methanol, ethanol, chloroform, ether) or S ° 1Vent (e " g - 
water. Examples of (I) are e.g. l-hydroxv-3 6 7- 
tr lme tnoxyxanthone, l-acetoxy-3, 6, 7^trime^xyxanthone. 
causefby'dlabeti^drseaL 03 :^ 1 -°f ° f -Rations 

, capsules granules, powders, injections, suppositories 
WS^*"* d ° Se ° f (I) iS 5 "^° S ^oTor 0.5-100 mg 

cellule", 4 C K rn Starch (44g) ' <=^talline 

(5at li^ht c- ' carb0 ^ eth yl cellulose calcium 

-hydrJxfs 6 7- C t 1 r^^ ydride J 0 - 5g) ' magne ™ stearate (0.5g) and 
^ffitM^^^^ homogeneously 
pe'fday W6re administer ed several times for adults 

0/0 
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Neutral tasting tablets and 

granules contg. Mesna - contain binder, 

disintegrating agent, lubricant filler and opt 

effervescent mixt. . pc ' 

B05 

ENGEL, J; MILSMANN, E; SAUERBIER, D 

(ASTA) ASTA MEDICA AG; (ASTA) ASTA PHARMA AG- 

31 
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19910704; DE 1990-4022525 



DE 1991-4122167 
19900716 
1992-033808 [05] WPIDS 
DE 4122167 A UPAB: 19970626 

-nv^^ ingredient and opt. 

Pt. wt. mesna, 0???-^^ ^ of^ "V"^ 8 alS ° COntain P« 
disintegrating agent, O oi-Ti pts wt °: 0 ^ 4 PtS " ^ of a 

of a lubricant 0 1-1 pts w n * lubricant ' 0.1-1 pts. 

effervescent tablets, P an* actional i 5 ^ ^ CMe ° f 

conventional physiologically acceptable Z?? P Wt ' of * 
USE/ ADVANTAGE - Mesna is effervescent mixt . 

the therapy of tumour Tsetses ^ Urinar ^ tract in 

as a mucolytic. Mesna i a wh L h 9 amide. Mesna is also used 

characteristic taste and f c Whlte ^Woscopic powder with a 

tablets which have good chemical stshH if^ 

and, when immediately swalllnV ^' are easy to take 

@(7pp Dwg.No.0/0 are practically neutral in taste. 

ABEQ US 5252341 A UPAB: 19931202 

coSt :^t^o sn ^^pts 2 ":t erc oT b oet H hanesulphonate, 

0.01-2 pts.wt. lubrlcLfanfo.W^f^ a ???f /lpt ; Wt - -sna, 

acetone or mi ^ f one V^wS ££«C alcohols and 
«SS2 L y y d b r e yi i n g cl u h d°:d 0geniSing - d f ^ -ting. Effervescent 
is.useTtrSaT^oo^^ when i fisfamide 

Swg^/iT maSkS unpleasa "t tas?e! decomposition by air and 

ABEQ US 5262169 A UPAB: 19940111 

Tablet comprises 1 pt.wt mc^n* • n m n ^ 
agent i.e. FVP, gelatin or" 1 PtS - Wt " a b ^ding 

further comprisefrlavouri H - pho fP ate - Tablet opt. 

ABEQ EP 468245 B UPAB: 19940608 

con t ^t^L°f fi;vou g ri:r a s:Lt aCtiVe Subst — < optional 

tiavourmg, sweetening and aromatic substances, as well 
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? 3rtS by WSight ° f a bin <*er, 0.03-0.4 parts by weight of a 
disintegrating agent, 0.01-0.2 parts by weight of a lubricant 

ABEQ US 5358718 A UPAB: 19941212 

Tablet comprises raesna and (a) 0.01-1 pt.wt. binding aaent 
comprising polyvinylpyrrolidone, gelatin or 9 
microorystalline cellulose, (b) 0.03-0.4 pts wt 
dismtegrant comprising starch, crosslinked 
polyvinylpyrrolidone or bentonite; (2) 0.01-0.2 pts wt 
lubricant comprising stearates, talcum or polyglycois (d) 0 1-1 ots 
wt. filling agent comprising starch, cellulose, P 
lactose, fructose, saccharose, sorbitol, mannitol, Ca phosphate or 
peVntT^ 05 ^:: ^ °- 05 - 3 ° PtS - Wt - efferveLeSMxt^ 
Pref. the tablet also contains at least 1 of 

conta^s n ?n S fln et rJ ng and aromati ^ng substances. The tablet 

contains 10-80 wt . % mesna 

ADVANTAGE - The tablet has good chemical stability, 
is easily administered and is tasteless 
Dwg.0/0 

DUPLICATE T ^ BI ° SIS C ° PYRIGHT BIOLOGICAL ABSTRACTS INC. 

ACCESSION NUMBER: 1992:458539 BIOSIS 
DOCUMENT NUMBER: BA94: 99939 

TITLE: APPLICATION OF THE SOLID DISPERSION METHOD TO 

CONTROLLED RELEASE OF MEDICINE II. SUSTAINED RELEASE 
TABLET USING SOLID DISPERSION GRANULE PLEASE 

CORPORATE SOURCE: TOKYO COLLEGE PHARMACY^ 1 432 - 1 HORINOUCHI , HACHIOai, 

S0URCE: CHEM PHARM BULL (TOKTO) , (1992) 40 (6), 1592-1596 

CODEN: CPBTAL. ISSN: 0009-2363 
FILE SEGMENT: BA; OLD 

LANGUAGE : English 

AB Sntro! P nf Vi °H S Paper ' the Utility of the soli d dispersion for the 

ethylcellulose into ethanol. In this paper, the tableting 
of the above mentioned solid dispersion granule and the 
mechanism of medicine release from this JoMd diversion 
granule were studied. Microorystalline dispersion 

dfitn^o 6 U f 6d 33 the exci Pient in this tableting. The 

lft a t°lt dis P e f sion granules was measured before and 

after the dissolution test with a mercury porosimeter to clarifv thp 

oTtTATine iTtt ine "I 6336 ^ thS ^-les. m ? n : state ^ ^ 
or medicine m the granules was analyzed by infrared 

lltui r t°Tt r L th r ma l a T ylsis « d diffractoStry. As a 

result, it was clarified that oxprenolol hydrochloride in 
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ethylcellulose was released from the granules by diffusing 

H?lot S V1 2V nt ° the mediuin in the channels formed by the 
dissolving of hydroxypropyl cellulose and 

oxprenolol hydrochloride, as inferred in the previous paper 

S«o?u??nn'hS e COmpr r sion P^ssure and pH scarcely affected the 
dissolution behavior of oxprenolol hydrochloride from the 
granules. It was thought that the homogeneity of the content 

w ^ r ^° l01 h y drochi °ride ^ the granules was very high, 
and the dissolution rate from the granules could be 
controlled by the particle size of the granules and the 
composition ratio of ethylcellulose and hydroxypropyl 
cellulose in the granules. These results suggest 
the solid dispersion granule and the tablet 
prepared with this granule are useful for the sustained 
release granule and tablet. 
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DE 69024060 
JP 2811331 
KR 147855 
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PRIORITY APPLN. 
AN 
AB 



INFO: JP 1989-255325 



- - - 19891002 

1991-132631 [18] WPIDS 
WO 9104737 A UPAB: 19930928 
Material to promote the formation of bone contains zinc 
L-carnositme or a zinc-L-carnositine complex. 

Pref. crystalline zinc L-carnositine (complex) was 
^nH P ?^ b 9 " aC ^ in ? 1 ™°l of L-carnositine, 0.8-1.2 mol of zinc salt 
and 1.6-2.4 mol of alkali metal cpd. in an anhydrous organic solvent 
or organic solvent contg. water, at room temp, or above 
The solvent is, e.g., (m)ethanol, propanol, 
acetonitrile, DMSO, N, N-dimethylf ormamide, THF or acetone 
opt. contg. up to 50% water. The zinc salt anion is, 
e.g., halide, sulphate, nitrate, perchlorate, acetate or 

n£p r £np b °M y iu te ' acetoacetate ' etc.. The alkali metal cpd. is 
liuh, KOH, NaOH, or potassium or sodium alcoholate. 

nu fl H USE/ f DVANT ^ - Zinc carnositine increases calcium-, zinc- and 
DNA-densities of bone. The alkaline phosphatase activity is 
increased, while toxicity and incidence of side-effects (diarrhoea 

^SfL"^ ed T d V The mat6rial ±S USed t0 treat ^oLal b ont 
metabolism after fracture, and in diseases, e.g., osteoporosis The 

7?5 6 9nnf "/2 f feCtiVe ^ taken ° rally ' at a of I-20S0 

UO-200) mg/day, all divided into 1 to 3 doses. 

ABEQ US 5294634 A UPAB : 19940428 

An osteogenesis promoter is a Zn salt or complex of L-carnosine, 
pref. together with a pharmaceutical^ adjuvant, esp. excipient 
binder surfactant and/or; lubricant, as well as a Lating^SJ 
e.g. OH-propyl-Me-cellulose phthalate, a 

methacrylate copolymer and also a solvent, e.g. saf flower oil 
glycerol. ' 

The promoter can be in the form of a tablet, powder 
granule or capsule for oral administration, a soln. suitable 

19 nnn ental ^on^ ° r * su PP° sit °ry. The promoter contains 
1-2,000, esp. 10-200 mg active ingredient 

USE /ADVANTAGE - To counteract the effect of bone mass 
deterioration with advancing age. The cpd. has an extremely low 
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toxicity and few side effects 
Dwg.0/0 

ABEQ EP 495106 B DPAB: 19960115 

T,ll'l~^ S 0 L-ca"no C S„ P e ti31 " 9 ' " « ^^nt, , zi „o 

Dwg.0/0 
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1991-112630 [16] WPIDS 
C1991-048314 

Therapeutic agents for osteoporosis - comprises 
horn powder extract formed into e.g. 
tablets with corn-starch and 
lactose powder. 
A96 B04 

^(MORI-N) MORISHITA JINTAN KK 



PATENT NO KIND DATE WEEK LA PG 

JP 03052818 A 19910307 (199116)* 
APPLICATION DETAILS: 

PATENT^NO^^KIND^ APPLICATION 

JP 03052818 A "j^98 9-18804 6~ 



DATE 

19890720 



PRIORITY APPLN 
AN 



AB 



INF 0: JP 1989-188046 19890720 
1991-112630 [16] WPIDS o^/^u 

JP 03052818 A UPAB: 19930928 

ei^ac^ comprise horn powder or an 

extract of horn belonging to Cervine gp 

wither" iL&rE:,? 1 isLss-S' h °™ P °" d " is 

granules, contg. 0.5-5 wt %, nref il? ,h- ° ^ Z u 
or extract. ThJ doS e is ZO^O^g/day (L extract 

USE/ADVANTAGE - Used for therapy of osteoporosis. 

less) and ff mP J^ ?° kUj ° (5g) iS formed into Peeler 
less), and formed xnto tablets (one tablet: 

200mg) with addn. of cornstarch (lOg), lactose powder 

carboxymethylcellulose (lOg), microcrystalline ? 

S^T, ' 4 ° g) ' P ol yvinylpyrrolidoi» (5g) and 

tain (10g) 3 



(200 mesh or 
(20g), calcium 



talc 
0/0 
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A96 BOS 

(TAKE) TAKE DA CHEM IND LTD 
1 
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JP 02286614 A 19901126 (199102)* 
APPLICATION DETAILS: 
PATENT NO KIND 
JP 02286614 A 



APPLICATION 
JP 1989-108596 



DATE 

19890426 



PRIORITY APPLN. INFO: JP 1989-108596 19890426 

AN 1991-012368 [02] WPIDS 

AB JP 02286614 A UPAB: 19930928 

Prepn. contains aminoacetophene and/or the anti-acid agents, which 

are coated with a coating agent. 

The anti-acid agent is dry aluminium hydroxide gel, magnesium 

aluminate silicate, magnesium silicate synthetic hydrotalcite, The 

coating agent is hydroxypropyl cellulose (HPC) , 

hydroxypropyl methyl cellulose (TC-5), 

gelatin, ethylcellulose, hydroxy opyl 

methylcellulose phthalate (HP-55)etc. The additive amt. of 
the anti-acid agent is 0.05-100 wt . pts. of 1 wt . pts . of 
acetoaminophene. The aminoacetophene-contg. prepn. is used for 
pharmaceutical prods, contg. main substance such as 
chlor-phenylamine maleate, dihydrocodeine phosphate, or aspirin 

^ USE/ADVANTAGE - Acetoaminophene prepn. is free from colouring; 
it is useful for pharmaceutical use. 

^ In ai \ e f am P le ' <!) synthetic hydrotalcite <4 0g) and anhydrous 
caffeine (8g) are mixed with TC-5 10% aq. soln. (40g) and formed 
into granules. The granules (Ig) are mixed with 

acetoaminophene (9g) and magnesium stearate (O.lg) and formed into a 
tablet (500mg) .m (II) Magnesium carbonate (1800g), 
cornstarch (600g), crystalline cellulose (300g) 
and pluronic (4 5g) are mixed with water and formed into 
granules. The granules (2500g) are coated with a 
coating soln. of AEA (600g), talc (250g) , ethyl 
alcohol (3000g), and acetone (3000g) . The coated 
granules (300g) are mixed with acetoaminophene 
granules which consist of acetoaminophene (900g), 
caffeine <75g), lactose (325g), cornstarch (lOOg) 
(300g), crystalline cellulose (97g), and 
magnesium stearate (3gJ and formed into a tablet (235mg) 



anhydrous 

and HPC (70g) ) . 
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APPLICATION DETAILS: 
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PRIORITY APPLN. INFO: JP 1989-95472 19890414 
AN 1990-379457 [51] WPIDS i»«»U«I4 
AB JP 02273620 A UPAB: 19930928 

i^irfcsss, r^-^s:^-^ ----- - 

hydroxypropyl cellulose H (50g) are mixed with 
water or a mixt . of ethanol and water, 

and formed into granule, which is formed into powder of 
12-42 mesh. Beta-cyclodextrin (200g), crystalline 
cellulose (48.5m g , and Mg stearate'Ii . ^r^ormed into 

acti^rr^h-m^^a"- a - ntS ° f -ta-cyclodextrin protect 

0/0 

DOC. NO. CPI: C1990-060089 

TITLE: Immunosuppressant compsn. - contg e g 

5-hydroxymethyl furfural, 5-oxo proline, phenyl 
ethyl alcohol or its glycoside, 

DERWENT CLASS : ^3 ^ diS6aSeS - 

SmciT <S): P UG - N) TSUG0KU TSUI ^ENKYUIN; (TS.R) TSUMURA & CO 
PATENT INFORMATION: 

PATENT NO KIND DATE WEEK LA PG 

JP 02085211 A 19900326 (199018)* 12~ 
APPLICATION DETAILS: 

PATENT_NO___KIND___ APPLICATION DATE 

JP 02085211 A Jri989:il82"4~""l9890123 

PRIORITY APPLN. INFO: JP 1988-59252 19880315; JP 1989-11824 

19890123 
AN 1990-136450 [18] WPIDS 
AB JP 02085211 A UPAB: 19960115 

Immunosuppressant compsns. comprise cpds. I, n, m or IV as an 

Searcher : Shears 308-4994 
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active ingredient, where R=formyl or carboxy; Rl-H or 
B-D-galactopyranose; R2=H or methyl. 

hllp . J: IV are °^ d ' b y extn - of Rehmannia glutinosa Libosch var. 
hueichrngensis Chao et Svhih or Svrophulariceae with water 
, alcohol, aq. alcohol or aq. acetone. 

USE/ ADVANTAGE - Compsn. has reduced nephrotoxicity for 
treatment of autoimmune diseases, and can take the form of 
tablets, capsules, granules, powders, injections, 

solutions for external use, ointments or suppositories. The dailv 
SStsf " 30 " 100 ° mg(P '°* ) ° f 1 " 3 °° s.c, i m > fL 

In an example corn starch {44 g) , crystalline 
cellulose (40 g) , carboxymethyl cellulose calcium 

inH 9 i\ S i licic anhydride (0.5 g) , magnesium stearate (0.5 g) 

and 5-hydroxy-furoxc acid (10 g) were mixed homogeneously and 

formulated into tablets (200 nig/ tablet ) . @(12pp 

Dwg.No.0/0)@ yy 

0/0 m 

Dwg.0/0 
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Novel anti-tussive agent - 
contain double-enkephalin. 
B04 

(ROMA-N) ROMAN KOGYO KK 
1 



with improved activity 
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4 



APPLICATION 



DATE 



JP 02032028 
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19880719 
19880719 



PATENT NO KIND 



PATENT NO 



JP 2700799 B2 Previous Publ . JP 02032028 

PRIORITY APPLN. INFO: JP 1988-181275 19880719 

AN 1990-079189 [11] WPIDS 

AB JP 02032028 A UPAB: 19930928 

Anti-tussives contg. cpd. of formula (Tyr-D-Ala-Gly-Phe-NH) 2- (I) or 
its pharmaceutical^ acceptable salts are new 

Pref. the cpd. (I) is called • Double-Enkephalin ' , obtd. from 
benzyloxy carbonyl-Phe-4-nitrophenyl, through benzyloxy 
carbonyl-Phe-NH-NH2, (benzyloxy carbonyl-Phe-NH- ) 2, (HBr-Phe-NH-) 2 
and (tetrabutyloxy carbonyl-Tyr-D-Ala-Gly-Phe-NH-, 2 ; having 
(alpha)24D + 7.9 (cl, DMF) , Rf (I) = 0 .85, Rf (III) = 0.72 The 
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salt is hydrochloride, sulphate, acetate, or maleate. (I) 
is formed into an oral prepn. such as tablets, capsules, 
powder, granule, troches, or a liq. together with binders 
(e.g. syrup, Arabic gum, gelatin, sorbitol, or 
polyvinylpyrrolidone); fillers (e.g. lactose, sugar, 

(To s^;h Ca i^ Um - Ph ? Sphat f' sorbito1 or glycerin); disintegrators 
(e.g. starch, polyvinylpyrrolidone, or 

microcrystalline cellulose); or lubricants (e.g 

S' sium stearate); or formed into an emulsion, syrup or elixir 

together with suspending agents (e.g. sorbitol, 

methylcellulose, gelatin, hydroxymethyl 

cellulose or carboxymethyl cellulose) ; emulsifiers 

„™ 9 L le " th1 "' sorbitan mono-oleate, or polyglycerol) ; aq. or 

non-aq. solvent (e.g. almond oil coconut oil, glycerin ester 

propylene glycol, ethanol, glycerin, or water) ' 

sorbfH^ iVeS i e - g ', methyl ° r pr ° Pyl P-hydroxy benzoate, or 
sorbic acid); or formed into parenteral prepns. such as subcutaneous 

?or an ad"?" 3 lnJeCti ° n - ° 0Se of ™ is pref . 5-100 mg/Say 

USE - As anti-tussives. 

0/0 

DOC. NO. CPI: C1989-012846 

TITLE: Herbicide for paddy field - contg. 1-alpha, 

alpha-di methyl-p-methylbenzyl-3-p-tolyl urea and 
sulphonamide deriv. . 

DERWENT CLASS: A97 C02 C03 

cS?RY A CoSf E(S) : f ° KK) H0KK ° CHEM IN ° C ° LT ° 
PATENT INFORMATION: 

PATENT NO KIND DATE WEEK LA PG 

JP 63303903 A 19881212 (198904)* i~ 
APPLICATION DETAILS: 

!_!™I_^___^ ND APPLICATION DATE 

JP 63303903 A Jri^^s!^"^"^^ 

PRIORITY APPLN. INFO: JP 1987-138970 19870604 

AN 1989-029116 [04] WPIDS 

AB JP 63303903 A UPAB: 19930923 

o^h^k f ° r n Pa f Y f±eld contains l-alpha,alpha-dimethyl- 
p-methylbenzyl- 3-p- -tolylurea of formula (1) and 
N ( (4 6-dimethoxypyrimidin-2-yl) aminocarbonyl) -1-methvl 
ingre5ien?s! b0ny1 " 5 " Py razolsul P h °namide of formula (2), as active 

flnw-J?! co ">Psn. may be in form of emulsion, wettable powder, liq 
flowable sol., powder, driftless powder, granules, fine 
grains or tablets. The solid carrier is pref. mineral 
su?£;?J ka0lin ; ^ ntonite ' c1 ^' talc, diatomaceous earth, anunonium 
llll ] l r getable P ° Wder < s °y bean Powder, wheat flour, wood 
powder, tobacco powder, starch, crystalline 
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cellulose) polymers (petroleum resin, polyvinyl chloride 
ketone resin), alumina, silicate wax Th/iio \= ' 
water, alcohols (meth alcoho" Ithyl ^ ^ " Pref ' 

alcohol, isopropyl alcohol, ethylene 

w« ds in paddy field „ hlle lt ^*^ nj J^^ic^^r^ 
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Therapeutic and preventive agent for prostatic 
hypertrophy - contg. specified peptide contg. 
metals and having arginine and glycine at 
N-termmal end. 
A96 B04 

(NNTR) NIPPON SHOJI KK 
1 



PATENT NO KIND 
JP 63057526 A 
APPLICATION DETAILS: 
PATENT NO KIND 
JP 63057526 A 



DATE WEEK LA PG 

19880312 (198816)* n~ 



APPLICATION DATE 

JP 1986-202876 19860828 



S I0R W« A S JP 1986 ~ 202876 "860828 

MiN 1988-108788 [16] WPIDS 

AB JP 63057526 A UPAB: 19930923 

Ihl prOStatic hypertrophy contains a peptide comoris i na 

phenylalanine (1) (where the figures refer to tht I , 

based on 1 mol of Dentins . Z ■, reter to the raea n mol number 

at N-terminaf and a^a^^wTS ^OuT S^ 9 '^ M ? 9lyclne 
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and n^^ ADVANT H G \" N ! W Peptlde With P^ate degenerating action 
and prostic acid phosphatase activity useful for prostatic 
hypertrophy. 

In an example, the peptide (l.Omg) was dissolved in 
water. A mixt . comprising starch (19.0mg), 
crystalline cellulose (75,0), hydroxypropyl 

cellulsoe (4.5) and magnesium stearate (0.5) was added to the 
peptide, formed into granules and dried to obtain 
tablets . 
0/0 
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Therapeutic agents for urinary bladder diseases - 
contains 4-ethyl amino-2-butynyl phenyl cyclohexyl 
glycolate hydrochloric acid salt as active 
ingredient. 
B05 

(KODA-N) KODAMA KK 
1 



PATENT NO KIND DATE 



WEEK 



LA 



JP 62267224 
JP 07055904 

APPLICATION DETAILS: 



A 19871119 (198801)* 
B2 19950614 (199528) 



PG 



PATENT NO KIND 



APPLICATION 



DATE 



JP 62267224 
JP 07055904 

FILING DETAILS: 



A 
B2 



JP 1986-110187 
JP 1986-110187 



19860514 
19860514 



PATENT NO KIND 



PATENT NO 



JP 07055904 B2 Based on 



JP 62267224 



PRIORITY APPLN. INFO: JP 1986-110187 19860514 

AN 1988-003453 [01] WPIDS 

AB JP 62267224 A UPAB: 19930923 

Therapeutic agents for urinary bladder diseases contg., as active 
substance, 4-ethylamino-2 -butynylphenylcyclohexyl glycolate 
hydrochloric acid salt (M-6) are claimed. 

The cpd. (M-6) has the formula (I) and a m.pt. of 142-144 dec C 
together with solubility in methanol, ethanol 9 
and water. The therapeutic agents are used in the form of 
capsules, tablets, powder, granules, or as an 

° ral no?'/n^ epn * The dOSe is 9m S/ da y (approx.) for an adult. 

USE /ADVANTAGE - The cpd. is used for therapeutic drugs for 

nocturLf ^nu^ticf^tc 3 ^ " ^ kis ^ «Ychnuria, cystitis, 

In an example, M-6 (300g), lactose (15530g), 
crystalline cellulose (1780g), 

hydroxypropylcellulose (200g) and magnesium stearate (190g) 
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were mixed together and formed into tablets, (one 

t ? le ^ : /innn 9) ' Als ° M ~ 6 (300 9>' lactose (16300g), corn 
starch (3000g) and hydroxypropylcellulose <400q) 
were mixed and formed into granules (0.5mm). 
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1987-016679 [03] WPIDS 

C1987-006731 

Prazosin-contg. drugs for treating hypertension 
contain at least 1 of polyvinyl 
pyrrolidone, polyethylene glycol, propylene 
glycol, gel polymer with gastric and enteric 
soluble vehicles. 
A96 B03 

(TOAE) TOA EIYO LTD 
1 



PATENT NO KIND DATE WEEK LA PG 

JP 61227524 A 19861009 (198703)* 5 



APPLICATION DETAILS: 



PATENT NO KIND 
JP 61227524 A 



APPLICATION 
JP 1985-65060 



DATE 

19850330 



PRIORITY APPLN. INFO: JP 1985-65060 19850330 

AN 1987-016679 [03] WPIDS 

AB JP 61227524 A UPAB: 19930922 

The drugs contg. (1) non-crystalline prazosin and (2) at 

least one of polyvinylpyrrolidone, polyethyleneglycol, 

propylene glycol, water-soluble gel polymer, gastric 

soluble vehicle and entric soluble vehicle 

The combined ratio of (1) and (2) is 1:0.2-30 (wt.), pref 1-10 

(wt.). The water-soluble gel polymer is e.g. P 

hydroxypropyl cellulose, hydroxypropylmethyl 

cellulose and/or methylcellulose. The gastric 

H?io?J e i Ve ^ iCl !u i f e * g ' P ol y vi nylacetal diethylaminoacetate, and/or 
dimethylaminoethyl methacrylate-methyl methacrylate copolymer The 
enteric soluble vehicle is e.g. hydroxypropyl copolymer. The 

methylcellulose phthalate, cellulose 

acetate phthalate, carboxymethylethylphthalate, and/or 
methacrylate-methylmethacrylate copolymer 

(e a T l^nT t Ju dr ? g '. (1> and (2) are ^solved in solvents 
(e.g. methanol, ethanol, ispropanol, 

acetone, chloroform, methylene chloride and/or 

benzylalcohol.) and the solvents are removed. The drugs are powders 
granules, capsules, tablets, suppositories, powaers, 
ointments, etc. 

for trtli^lT^V Prazosin -c°ntg . drugs with high solubility used 

ror treating hypertension. y 
0/0 
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1986-275549 [42] WPIDS 
C1986-119164 

Anti arteriosclerosis drug - contg. 2-acetyl 
thio-3-(4-phenyl thiobenzoyl) propionic acid or its 
salts . 
B05 

(TAIS) TAISHO PHARM CO LTD 



KIND DATE WEEK LA 

JP 61200914 A 19860905 (198642)* 
APPLICATION DETAILS: 
PATENT NO KIND 
JP 61200914 A 



PG 
6 



APPLICATION DATE 
JP 1985-39407 19850228 



PRIORITY APPLN. INFO: JP 1985-39407 19850228 



AN 1986-275549 [42] WPIDS 
AB JP 61200914 A UPAB: 19930922 

Drug contains as active substance, 2-acetylthio-3- ( 4- 
pnenylthiobenzyl) propionic acid (A) or its salt-*? (n\ ^ k 

3 (4-Phenylthiobenzoyl) acrylic acid can be obtd. by Friedel-Craf t • s 

mono-, di- and tri-substd is ' ^ ^ amine SaltS ° f 

°° Sage ° f , (A) is 100-1500 mg/day, in the form of " 
nff ^? ranules ' capsules, suspension, liq. etc 
Other add ltl ves (eg. lactose, glucose, crystalline 
cellulose, mannitol, corn starch, 
hydroxypropyl cellulose, PVA, gelatin, 

ethylene glycol, calcium stearate, talc, polyethylene alvcol 
hardened oil etc.) are used for the solid prepn AdSitives ^ a 
water ethanol, propylene glycol, polyethylene AddltlVeS 
glycol etc.) can be used for liq. pre pn 

can bff^T ?AGE ~ (A) haS lipid ^tabolism-improving effect and 
can be used for prevention and treatment of arteriosclerosis 
hyperlxpaemxa, myocardial infarction or angina pectoris ' 
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JP '58201724 A 19831124 (198402)* 
JP 01018057 B 19890403 (198917) 

APPLICATION DETAILS: 
PATENT NO KIND 



APPLICATION DATE 
JP 58201724 A ""jri982-82588"""l9820517 

PRIORITY APPLN. INFO: JP 1982-82588 19820517 

AN 1984-007960 [02] WPIDS 

AB JP 58201724 A UPAB: 19930925 

nownf^ , COn,Pr ^ SeS (1 °- 10 °) Pts. wt. saccharide and/or fine 

powder (mean dia. 100 (80) microns or less) disintegrator for 
tablet incorporated into enteric 100 pts. wt. coating base. 

fret, as the coating base, CMC, cellulose 
acetate phthalate, or pref. hydroxypropylmethyl 
cellulose phthalate or hydroxypropyl methyl 
cellulose are used. As the saccharides, sucrose, mannitol, 
glucose, etc. are used. As the disintegrator, low-substd 
hydroxypropyl cellulose, CMC, crystal 
cellulose, starch, etc. are used. The compsns. are 
used in soln. or dispersion form. Pref. solvent includes alcohols 
acetone/water, alcohols/ chlorinated hydrocarbon alcohols, 
(eg. methylene chloride), acetone/ chlorinated 

S ™ 3 a n r f° n ' f c c ?ncn . of the compsn> in the solvent 

2^!T ?' P^icisers, talc, surfactants, waxes etc. are 
selectively added. A small amt. of high mol. cpd. (e g 
(hydroxypropyl methylcellulose, etc.) can also be added as 
film assistant. 

Coating of granules is more difficult than for 
tablets, because of. their large surface area. New compsn. 
tor coating granules inhibits granulation or 

relaMve^ln ITT * nd C ° ating is su «iciently performed with 
jSci^i^Jircoa?S? COmP ° nentS Can be ^ el»ted in gastric 
0/0 
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APPLICATION 
JP 1982-79055 



DATE 

19820511 



PRIORITY APPLN. INFO: JP 1982-79055 19820511 

AN 1983-847882 [51] WPIDS 

AB JP 58194812 A UPAB: 19930925 

Cholesterol lowering agents contg. taurocyamine of formula (I) 
(2-amidoethanesulphonic acid) as effective component. Taurocyamine 

is prepd. by warming taurine with s-methyl-isothiourea sulphate in 

ammonia soln., and recrystallising the prod, from water. 

LD50 is 3000 mg/Kg or more p.o., and 1000 mg/Kg or more i.p and 

i.v. m mouse. 

In an example taurocyamine 500 g, cellulose 
crystals 110 g, CMC calcium 10 g and anhydrous silicic acid 
lOg are mixed uniformly. Hydroxypropyl cellulose 
15g is dissolved in isopropyl alcohol, added to 
the mixt., and prepd. as granules. Magnesium stearate 5 g 
is added and resultant formed into 650 mg tablets. 
Alternatively, taurocyamine 500 g and lactose 480 g are mixed 
uniformly. Hydroxypropyl cellulose 20g are 
dissolved in isopropyl alcohol, and added to the 
mixt. Resultant is prepd. as granules. 

Agents are administered orally as granules, powders, 
capsules, or tablet at 50-2500 mg/day/adult (as 
taurocyamine) . 
0/0 
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Bisacodyl-contg. solid compsn. contains sodium 

dioctylsulphosuccinate and l-10wt.% organic acid (I) w.r.t. sodium 
dioctylsulphosuccmate. Pref. (I) is citric or tartaric acid 
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Pref. the compsns. are granules, (sugar coated) 
tablet, intestine-soluble tablets or hard capsule 
preparations filled with granulating agent. 

Bisacodyl acts on intestinal mucous. Bisacodyl is 
4,4'-(2-pyridylmethylene)bisphenol diacetate of formula (II) 
nnn * n a n example bisacodyl (50g), sodium dioctylsulphosuccinate 
(300g), citric acid (4.5g), silisic anhydride (450a), 
crystalline cellulose (300g), lactose (595. 5g), 
and corn starch (500g) were mixed with 50% ethanol 
-water, granulated in cylinder and hot air-dried 
at 60 deg.C. The granules were regulated and charged as 
2 20 mg p ortions into No 2 size hard capsules. 
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ANSWER 1 OF 14 MEDLINE 
2001655156 MEDLINE 

Cellulose pretreatments of lignocellulosic substrates 
Weil J; Westgate P; Kohlmann K; Ladisch M R 

ENZYME AND MICROBIAL TECHNOLOGY, (1994 Nov) 16 (11) 1002-4 Ref • 23 
Journal code: AL3; 8003761. ISSN: 0141-0229. 

Cellulose in inedible plant materials, forestry residues, and 
municipal wastes must be pretreated to disrupt its physical 
structure, thereby making its hydrolysis to glucose practical. 
Developments since 1991 are summarized. 

ANSWER 2 OF 14 MEDLINE 
2001643519 MEDLINE 

Cellulose acetate microspheres prepared by o/w emulsif ication and 
solvent evaporation method. 

Soppimath K S; Kulkarni A R; Aminabhavi T M; Bhaskar C 
JOURNAL OF MICROENCAPSULATION, (2001 Nov-Dec) 18 (6) 811-7 
Journal code: 8500513. ISSN: 0265-2048. 

The study is concerned with the development of cellulose acetate 
microspheres by the o/w emulsif ication and solvent evaporation 
method in the presence of polyvinyl alcohol as an emulsifying agent 
The influence of process parameters such as solvent mixture (acetone 
+ dichloromethane) composition, concentration of the emulsifying 
agent and speed of stirring has been examined. The microspheres have 
been analysed for their size, drug loading capacity and release 
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kinetics. Spherical and smooth surfaced microspheres with 
encapsulation efficiencies ranging between 73-98%, were obtained 
Use of acetone in the oil phase drastically reduced the particle' 
size. Slow drug release from microspheres occurred up to 
approximately 8 h and the release was found to be non-Fickian. An 
optimization procedure was employed to investigate and identify the 
key parameters affecting the properties of the microspheres A 33 
randomized full factorial design was used in the analyses of the 
data. A linear model with interactive terms was generated using a 
multiple linear regression approach. The statistical analysis 
confirms the significant effect of solvent composition and 
concentration of emulsifying agent on the drug release 
characteristics . 

L40 ANSWER 3 OF 14 MEDLINE 
AN 2001494266 MEDLINE 

Study of processing parameters influencing the properties of 
diltiazem hydrochloride microspheres. 
AU Bhalerao S S; Lai la J K; Rane M S 

JOURNAL OF MICROENCAPSULATION, (2001 May-Jun) 18 (3) 299-307 
Journal code: JMG; 8500513. ISSN: 0265-2048 

Diltiazem hydrochloride-ethylcellulose microspheres were prepared by 
the water-m-oil emulsion-solvent evaporation technique. Small and 
spherical microspheres having a mean microsphere diameter in the 
ln n ino 40-300 microm and entrapment efficiency of approximately 
60-90* were obtained. Scanning electron micrographs of drug-loaded 
microspheres showed the presence of uniformly distributed small 
pores and absence of drug crystals on their surface, indicating 
simultaneous precipitation of drug and the polymer from the solvent 
during solvent evaporation. Differential scanning calorimetric 
analysis confirmed the absence of any drug-polymer interaction. The 
m vitro release profile could be altered significantly by changing 
various processing parameters to give a controlled release of drug 
from the microspheres. The stability studies of the drug-loaded 
microspheres showed that the drug was stable at storaqe 
temperatures, 5-55 degreesC, for 12 weeks. 

L40 ANSWER 4 OF 14 MEDLINE 
AN 2001396183 MEDLINE 

TI Drying behaviour of two sets of microcrystalline cellulose pellets. 
AU Berggren J; Alderborn G 

SO INTERNATIONAL JOURNAL OF PHARMACEUTICS, (2001 May 21) 219 (1-2) 
Journal code: DA4; 7804127. ISSN: 0378-5173 

The objective was to study contraction and densif ication of two sets 
25/7^ r w/ ry t ^ec^lulcse pellets, prepared using water (W) or a 
25/75% w/w water/ethanol (W/E) mixture, during drying. The pellets 
were dried on microscope slides, photographed and weighed at set 
times. The porosity of the dry pellets was determined by mercury 

SSTn*-^ F f° m Si26 ' WSight and P<«o S ity data, contraction 

and densification of the pellets and the relationship of these to 
the liquid content of the pellets during drying were calculated. 
Both types of pellets contracted and densified during drying The 

nVltl 1 P° r ° S ^ y / aS similar for both types, but the final porosity 
of the dry pellets was higher for the W/E pellets. Thus, the 

tt 5 S H?^ e final / el let porosity between the two types was caused 
by a difference in densification during drying rather than a 
different degree of densification during the pelletisation 



AB 
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procedure. The contraction rate and the relationships between 
contraction and the volume of removed liquid, and contraction and 
oeLS^Th °5-^ qUld saturation differed between the two types of 
S J' The dlff erence m drying behaviour between the two types of 
pellets can be explained by a liquid related change in both 
contraction driving force and contraction counteracting force or by 
a different contraction mechanism. y 



L40 ANSWER 5 OF 14 MEDLINE 
AN 2001171711 MEDLINE 

" ciKSSi^Xfr" 8 ^ ° f li ^° Cellul °- enhances enzymatic 
AU Kim K H; Hong J 

SO BIORESOURCE TECHNOLOGY, (2001 Apr) 77 (2) 139-44 
Journal code: DUV; 9889523. ISSN: 0960-8524 

AB The supercritical carbon dioxide (SC-C02) pretreatment of 
lignocellulose for enzymatic hydrolysis of cellulose was 
investigated. Aspen (hardwood) and southern yellow pine (softwood) 

wu£ tc^t^TnT^^^ rangS ° f °" 73% (w/w) were Pretreated 
Z<1 I k I and 4000 psi and at 112 "165 degrees C for 10-60 

Sl'nS P retreatedli g™cellulose was hydrolyzed with commercial 

?n aSSSSS ltS enz y mati c digestibility. Untreated aspen and 

J^T-S ^i/ 6 i S nV g / Ve f±nal reducin ^ yields of 14 5 

™ n ti\ ° f theoreti cal maximum, respectively. When 

no moisture was present in lignocellulose to be pretreated, the 
final reducing sugar yield from hydrolysis of SC-C02-pretreated 
lignocellulose was similar to that of untreated aspen. When the 
moisture content of lignocellulose was increased, particularly in 
aspen, significantly increased final sugar yields were obtained from 
enzymatic hydrolysis of SC-C02-pretreated lignocellulose Wn"en tnT 
moisture content of lignocellulose was 73% (w/w) before 
pretreatment, the sugar yields from the enzymatic hydrolysis of 

P e "f southern yellow pine pretreated with SC-C02 at 3100 psi 
and 165 degrees C for 30 min were 84.7 +/- 2.6 and 27.3 +/- 3 8% of 
asoen e aiS a SYp a „^r' re ?P ectivel y • The SC-C02 pretreatments of both 
sianificfnfw hta£ m °^ tu f e contents of 40, 57, and 73% (w/w) showed 
significantly higher final sugar yields compared to the thermal 
pretreatments without SC-C02. tnermai 

L4 0 ANSWER 6 OF 14 MEDLINE 

AN 2000405537 MEDLINE 

An enhanced process for encapsulating aspirin in ethyl cellulose 

AO y 1Cr °rT U i eS by SOlV6nt eva P°"tion in an O/W emulsion 
AU Yang C Y; Tsay S Y; Tsiang R C 

JOURNAL OF MICROENCAPSULATION, (2000 May-Jun) 17 (3) 269-77 
Journal code: JMG; 8500513. ISSN: 0265-2048 

An enhanced process for microencapsulating aspirin in ethylcellulose 
was demonstrated using an oil-in-water emulsif ication/solvent 
hT 3 !; 0 technique. Methylene chloride (CH2C12) was used as the 

dispersed medium and water as the dispersing medium. The recovered 
weight, particle size distribution, aspirin loading efficiency and 
the aspirin release rate of microcapsules were analysed. The 
?2p 1 ^n , i 1 « ? ^ aP ?- OPr . ate am ° UntS ° f » on -s°lvent (n-he P tane) prior to 
size of the'fo h increases the ^covered weight, but decreases the 

'° ^ e formed microcapsules. The addition of non-solvent also 
fS;?!" th H microca P sule characteristics, resulting in a coarser 
surface and an increased release rate. Increasing the polymer 
(ethylcellulose) concentration in the dispersed phase increases the 
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size of the microcapsules, the recovered weight, and loading 

^-? ien S y ' ^ decreases the release rate. The release rate follows 

svstl'Titl a n6tlCS dU ^ ng n thS f irSt 12 h ' jesting a monoliSic 
system with aspirin uniformly distributed in the microcapsule. 

L40 ANSWER 7 OF 14 MEDLINE 
AN 2000034577 MEDLINE 

Batch effects, water content and aqueous/organic solvent reactivity 
of microcrystalline cellulose samples. y 

?e r rce Z l 2 irBf ; Ve D rtTrf " ^ ? MUSSlni T; R ° ndlnini S ' 

SO INTERNATIONAL JOURNAL OF BIOLOGICAL MACROMOLECULES, (1999 Dec 1) 26 
(*) 2 o 9 77, 

Journal code: AY 6; 7909578. ISSN: 0141-8130 
AB The structural, morphological and surface features on two MCC 

powders of the same commercial type (Avicel PH 102), but coming from 
different countries (The Netherlands and Hong Kong) and vendors £m 
International and Mingtai Chemical Co., Ltd., respectively), have 

SEM aSlST H f COm P ared ' *y mean * of the X-ray diffraction, 
SEM and BET and polymerization degree determination. TGA and water 
sorption from saturated vapor experiments have been applied to 
characterize and compare the MCC/water interactions of the two 
samples. The results were integrated by studies of preferential 
sorption from binary aqueous/organic solvents. 

L40 ANSWER 8 OF 14 MEDLINE 
AN 1999138453 MEDLINE 

TI llt—l S f K drUg P r °P erties on the release from CAP microspheres 

prepared by a solvent evaporation method. 
AU Silva J P; Ferreira J P 

SO JOURNAL OF MICROENCAPSULATION, (1999 Jan-Feb) 16 (1) 95-103 
Journal code: JMG; 8500513. ISSN: 0265-2048 

AB Drugs with different water-solubility and molecular weights were 
microencapsulated in cellulose acetate phthalate, using an 
?he mtn'l ° I e ^P°ration technique with a continuous oil-phase. 
The mean size of the particles was approximately 600 microns, and 
drnL W tl e non :P oro » s / The capacity of the microspheres to retain the 
Follow r 6d by K. in V±tr ° rel6aSe Studies in acidic medium. 

soLbilitv ?S a ?h W6ig \ C r P °K ndS thS releaSe rates ^creased with 
solubility for thiamin hydrochloride and phenacetin, a highly and a 

Sin wLr^and^O^n' r8Spe ^ ive ^ the Percentages released af 60 
min were 90 and 10*. Drugs with molecular weights above 
approximately 700 Da were retained in the microspheres. The above 
dependence on solubility was corroborated by release studies in 
ethanol and by modelling the release of phenacetin in acidic media 
Microspheres with a different polymer matrix, Eudragit Tet e 

thl rllTsl af Simi J ar techn ^ ue ' and these particles prolonged 

the release of thiamin for over 6 h, under simulated GI conditions. 

L40 ANSWER 9 OF 14 MEDLINE 
AN 97210641 MEDLINE 

TI Cryptosporidium parvum oocysts recovered from water by the membrane 
an 1 8r , dlssolutl on method retain their infectivity. 
AU Graczyk T K; Fayer R; Cranfield M R; Owens R 
SO JOURNAL OF PARASITOLOGY, (1997 Feb) 83 (1) 111-4 
Journal code: JL3; 7803124. ISSN: 0022-3395 

Cryptosporidium parvum oocysts infectious to neonatal BALB/c mice 
were processed by the cellulose-acetate membrane (CAM) filter 



AB 
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dissolution method to determine if the procedure that utilizes 
vSnf.^^f a " d alcoho1 centrifugations alters their 
tl£l 7 i d ^ term t ned b V in vi tro excystation) or infectivity 
i??ered^hn^ K Ct i VitY bioassav > • In addition, most oocysts with 
£ee^?« £Xi * Y desiccation ' h ^t inactivation, and snap 
freezing that were processed by the CAM filter dissolution method 
were nonref ractile, unstained oocyst ghosts. The remaining 

stain 1S T^ °? CySt Sh8llS ' W8re lightly Stained with the acid-fast 
stain Infectious oocysts retained their infectivity and nonviable 

th/clu < ooc yf, shells > retained their morphology when processed by 
the CAM dissolution method. Infectious oocysts, oocyst shells and 
oocyst ghosts produced positive reactions of simila^ in?ensi? y In 
SvotLn^ yr reS S enCe antibod y staining, utilizing the MERI FLUOR 
f7r^ ^ P ° r t d ^l /Gl f rdxa test kit - Cryptosporidium oocysts recovered 

S ^i inkln ? water by the CAM dissolution method can be 
subjected to testing for their viability and infectivity. 

L40 ANSWER 10 OF 14 MEDLINE 
AN 95356005 MEDLINE 

" S rati ° n of ethylcellulose microcapsules containing theophylline 
by using emulsion non-solvent addition method. pnyixine 
AU Chen H; Wu J C; Chen H Y 

SO JOURNAL OF MICROENCAPSULATION, (19SZ Mar-Apr) 12 12) 137-47 
Journal code: JMG; 8500513. ISSN: 0265-2048 

AB ?h^V?? hniq f in WhiCh eth ylcellulose microcapsules containing 

non Kf T £■ r ater - SOluble dr ^> Prepared using the O/W emulsion 
chosen Is t^ dd ^ lon / ethod ' -as developed. Toluenl-cyclohexane was 
solvent-nonsolvent system. The effects of four process 
l^' P concent ration, species and concentration 0 ? r ° CeSS 

emulsifier, and core to wall ratio, on the micromeritic properties 
and release behaviour of microcapsules were investigated The 
results indicated that theophylline can be microencapsulated with a 
high yield (low drug loss) by using the 0/W emulsion non-solvent 
addition method with the toluene-cyclohexane system. The particle 
size and drug content of the microcapsules were influenced bv thJse 
process variables. The morphology of microcapsules was also affected 
wL founTL h Wall . ra ^ io - release pattern of the micr^capsSs 

«nh*r?«? t similar properties to the release of a drug from a 

spherical homogeneous matrix. The effective diffusion coefficient 
increased with increasing core to wall ratio. coerticient 

L40 ANSWER 11 OF 14 MEDLINE 
AN 95093990 MEDLINE 

TI Synthetic polymers as solubilizing vehicles for enzymes in 

water-poor media. 
AU Adlercreutz P; Mattiasson B; Otamiri M 

SO BIOORGANIC AND MEDICINAL CHEMISTRY, (1994 Jun) 2 (6) 529-3^ 

Journal code: B38; 9413298. ISSN: 0968-0896 
AB A recent method for exposing enzymes to organic solvents is 

SJir«e LfSfi 6 * f0rmati ° n between the enzv ^ and polymers that 
per se are soluble in organic solvents it is possible to disperse 
the enzyme m the organic medium in such a way that an optical^ 
transparent (in the visible region) solution is obtained After 
reaction, the separation of the enzyme from the organic medium can 

» K lne V UP y by addition of water. The enzyme can Se recovered 
from the water phase. Physicochemical studies have revealed that the 
enzyme is more stable in the complex-bound form evealed tha t the 
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Sfdfl^con^^^-^f i1: ? entS USing absorption and elation]. 
eiuSon const itu tl on des lipoproteines par absorption et 



AU Etienne J 
SO JOURNAL DE PHYSIOLOGIE. SUPPLEMENT, (1967) 19 1-92 
Journal code: AYC; 0427151. ISSN: 0449-1939 
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The water vapour transmission rates (WVTR) thm,,^ o„i 

polymer films prepared from cellulose IceUe TellJnlt Tt 
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Hahn R G; Hatlen J B; Kenny G E 

APPLIED MICROBIOLOGY, (1970 Feb) 19 12) 317-20 
Journal code: 6K0; 7605802. ISSN: 0003-6919. ' 
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™ ™ (HUMAN 8KDA >"/CN OR "GELATIN (HUMAN 9KDA)"/CN 

OR "GELATIN (HUMAN) "/CN' ^uh; /l,N 

( 1) SEA ABBON PLU=ON ACETATE/CN 

LIB i 1 !???^^ PLU= ° N POLYVINYLPYRROLIDONE /CN 

"! 1 ) SEA ABB=ON PLU=ON STARCH/CN 

"« 1,SEA ABB=0N PLU=ON "ALGINIC ACID"/CN 

— " 1 ) SEA ABB=ON PLU=ON CARRAGEENAN/CN 

( 1 'SEA ABB=ON PLU=ON "GUM TRAGACANTH " /CN 
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L 22 ( 1 ) SEA ABB=ON PLU=ON "GUM ARABIC/CN 

L23 < 1)SEA ABB=ON PLU=ON "GUM KARAYA" /CN 

L24 ( 34) SEA ABB=ON PLU=ON Lll OR L12 OR L13 OR L14 OR L15 OR 

LI 6 OR L17 OR L18 OR L19 OR L20 OR L21 OR L22 OR L23 

^2= ( 1)SEA ABB=ON PLU=ON CELLULOSE/CN 

L26 293006) SEA ABB=ON PLU=ON L2 5 OR CELLULOSE 

L2? ( 5)SEA ABB=ON PLU=ON (METHANOL OR ETHANOL OR PROPANOL OR 

ISOPROPANOL) /CN wr-™^ uk 

L28 ( 1)SEA ABB=ON PLU=ON ACETONE /CN 

L29 ( 15)SEAABB=ON PLU=ON (WATER/CN OR "WATER ( (H20) 2 ) "/CN OR 

"WATER (D2180)"/CN OR "WATER (D201+) "/CN OR "WATER 
(DOT), HEAVYVCN OR "WATER (DTO) "/CN OR "WATER (H170H) "/C 
N OR "WATER (H2140) "/CN OR "WATER (H2150) "/CN OR "WATER 
(H2170)"/CN OR "WATER (H2180) "/CN OR "WATER (H201+)"/CN 
OR "WATER (HD160)"/CN OR "WATER (HDO) "/CN OR "WATER 
(HD01+)"/CN OR "WATER (HTO) "/CN OR "WATER (T2180)"/CN OR 
T , n , "WATER (T20)"/CN OR "WATER (TOH) »/CN) 

7*? 14552) SEA ABB=ON PLU=ON L26(S) (MICROCRYST? OR CRYST 9 ) 

L31 ( 5141 >SEA ABB=ON PLU=ON L30 AND (L24 OR METHYLCELLULOSE OR 

™! ROraCE1LDLOSE ° R (NA 0R SODIUM) (W) CARBOXYMETHYLC 
ELLULOSE OR HYDROXYPROPYLMETHYLCELLULOSE OR GELATIN OR 
ACETATE OR PVP OR POLYVINYLPYRROLIDONE OR STARCH OR 
ALIGINATE OR ALGINIC OR ((LOCUST OR GUAR) ( 3A) SEED) (S) (EXT 
## OR EXTRACT?) OR CARRAGEENAN) 1 
139)SEA ABB=ON PLU=ON L30 AND (GUM (W) (TRAGACANTH OR ARABIC 
OR KAR ! YA) ) 

L33 ( 1646) SEA ABB=ON PLU=ON L30 AND ((METHYL OR ME OR HYDROXYPROP 

YL OR HYDROXY (W) (PROPYL OR PR) OR (NA OR SODIUM) (W) (CARBO 
XYMETHYL OR CARBOXY(W) (ME OR METHYL) ) OR HYDROXYPROPYL 

T „„ , OR HYDROXY (W) (PR OR PROPYL)) (W) CELLULOSE) 

L34 ( 174) SEA ABB=ON PLU=ON L30 AND (POLY(W) ( VINYLPYRROLIDONE OR 

VINYL PYRROL I DONE ) OR POLYVINYL PYRROL I DONE ) 

L35 ( 39 °)SEA ABB=ON PLU=ON (L31 OR L32 OR L33 OR L34) AND (L27 

OR L28 OR METHANOL OR ETHANOL OR PROPANOL OR ISOPROPANOL 
OR (METHYL OR ME OR ET OR ETHYL OR PROPYL OR PR OR 
ISOPROPYL OR (TERT? OR T) (W) (BU OR BUTYL) ) (W) (ALC OR 
ALCOHOL) OR ACETONE) 

L36 ( 179) SEA ABB=ON PLU=ON L35 AND (L29 OR WATER OR H20) 

L37 39 SEA ABB=ON PLU=ON L36 AND GRANUL? 

L38 0 SEA ABB=ON PLU=ON L10 NOT L37 

J^M^^^> BIOSIS, EMBASE, WPIDS, CONFSCI, SCISEARCH 
^jmmmm^^&PIO' ENTERED AT 14:03:11 ON 18 APR 2002) 

0 S L10 

filL^-^EGiSTRY' ENTERED AT 14:04:32 ON 18 APR 2002) 
E "TERT-BUTYL ALCOHOL" /CN 5 
M0 1 S E3 

AT 14 : 04 : 47 ON 18 APR 2002 
L41 12 S L3 AND L40 

^■}2 6 S L41 AND (L7 OR WATER OR H20) 

L43 1 S L42 AND GRANUL? 

L44 0 S L4 3 NOT L37 

^8SH!^ EMBASE, WPIDS, CONFSCI , SCISEARCH, 

JtC ST-EPLOS, JA£JO' ENTERED AT 14:07:07 ON 18 APR 2002) 
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L45 0 S L43 

=> fil horn 

FILE ' HOME ' ENTERED AT 14:08:28 ON 18 APR 2002 
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